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Title  21 — Food  and  Drugs 

CHAPTER  I— FOOD  AND  DRUG  ADMINIS¬ 
TRATION,  DEPARTMENT  OF  HEALTH, 
EDUCATION,  AND  WELFARE 
SUBCHAPTER  C— DRUGS 

PART  130— NEW  DRUGS 

PART  146— ANTIBIOTIC  DRUGS;  PROCE¬ 
DURAL  AND  INTERPRETATIVE  REGULA¬ 
TIONS 

Requirements  of  Notice  of  Opportunity  for 
Hearing,  Request  for  Hearing,  and  Grant 
or  Denial  of  Hearing 

In  the  Federal  Register  of  December 
21,  1973  (38  FR  35024*,  the  Commis¬ 
sioner  of  Food  and  Drugs  proposed  to 
revise  the  present  requirements  con¬ 
tained  in  21  CFR  Parts  130  and  146  re¬ 
lating  to  the  contents  of  a  notice  of 
opportunity  for  hearing  and  of  a  request 
for  hearing,  and  the  circumstances 
under  which  a  hearing  will  be  granted  or 
denied.  The  major  purpose  of  the  pro¬ 
posal  was  to  implement  the  recent 
Supreme  Court  decisions  in  Weinberger 
v.  Hynson,  Westcott  &  Dunning,  Inc.,  412 
U.S.  609  (1973);  Cl  BA  Corp.  v.  Wein¬ 
berger,  412  U.S.  640  (1973);  Weinberger 
v.  Bentex  Pharmaceuticals,  Inc.,  412  U.S. 
645  (1973);  and  USV  Pharmaceutical 
Corp.  v.  Weinberger,  412  U.S.  655  (1973) . 
Thirty  days  were  provided  for  comment, 
and  in  response  to  requests  for  extension 
of  the  comment  period  the  Commis¬ 
sioner  agreed  that  all  comments  received 
by  the  Hearing  Clerk  by  close  of  business 
on  February  1,  1974,  would  be  considered 
in  preparing  the  final  regulations. 

Comments  were  received  from  a  trade 
association  representing  the  pharma¬ 
ceutical  industry,  several  pharmaceuti¬ 
cal  companies,  a  law  school  professor,  a 
medical  association,  and  attorneys 
interested  in  food  and  drug  law.  The 
comments  submitted,  and  the  Commis¬ 
sioner’s  conclusions  with  respect  to  each 
comment,  are  as  follows : 

1.  The  major  contention  made  by  the 
pharmaceutical  industry  is  that,  to  sat¬ 
isfy  statutory  and  constitutional  require¬ 
ments,  a  notice  of  opportunity  for  hear¬ 
ing  must  specify  all  of  the  evidence  on 
which  the  Commissioner  relies.  It  was 
contended  by  some  that  the  notice  must 
contain  an  analysis  of  all  data  in  the  new 
drug  application  (NDA),  demonstrating 
why  it  fails  to  meet  the  statutory  re¬ 
quirement  for  safety  and/or  effective¬ 
ness.  Others  recognized  that  there  is  a 
difference  between  withdrawal  of  ap¬ 
proval  for  lack  of  safety  and  for  lack  of 
effectiveness,  and  argued  that  a  detailed 
notice  would  be  required  only  for  post- 
1962  drugs  that  had  already  been  ap¬ 
proved  for  effectiveness  as  well  as  for 
any  withdrawal  on  the  ground  of  safety. 
One  comment  suggested  that  it  is  suf¬ 
ficient  for  the  notice  to  state  that  the 
NDA  file  contains  no  studies  meeting  the 
statutory  requirements  for  substantial 
evidence  of  effectiveness,  and  recognized 
that  a  detailed  analysis  would  not  be 
feasible.  Most  of  the  comments  relied 
upon  the  decisions  of  the  United  States 
Court  of  Appeals  for  the  District  of  Co¬ 
lumbia  Circuit  in  USV  Pharmaceutical 
Corp.  v.  Secretary  of  HEW,  466  F.2d  455 
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(D.C.  Cir.  1972)  and  Hess  &  Clark  v. 
FDA,  No.  73-1581  (D.C.  Cir.  January  24, 
1974)  and  on  Mr.  Justice  Powell’s  opin¬ 
ion  declining  to  concur  with  the  majority 
of  the  Supreme  Court  in  the  Hynson 
decision. 

The  Commissioner  has  given  very 
careful  consideration  to  all  of  these  com¬ 
ments.  The  proposed  regulation  has  been 
modified  to  provide  more  specifically  for 
two  types  of  notice  of  opportunity  for 
hearing  and  summary  judgment,  as  de¬ 
scribed  below.  The  Commissioner  con¬ 
cludes  that,  as  modified,  the  regulations 
fully  conform  with  statutory  and  con¬ 
stitutional  requirements  as  currently  in¬ 
terpreted  by  the  courts. 

Recent  case  law  demonstrates  that 
there  are  basically  two  types  of  notice  of 
opportunity  for  hearing. 

The  first  type  of  notice,  comparable  to 
a  general  complaint  filed  in  a  court,  need 
only  summarize  in  a  general  way  the  in¬ 
formation  leading  the  Food  and  Drug 
Administration  to  issue  the  notice.  This 
type  of  notice  is  sufficient  to  initiate  a 
hearing,  but  is  not  sufficient  immedi¬ 
ately  to  initiate  summary  disposition  of 
the  case  against  a  person  requesting  a 
hearing.  In  the  recent  Hess  &  Clark  de¬ 
cision,  for  example,  the  Court  stated 
that: 

A  notice  that  may  be  “adequate”  for  the 
purpose  of  scheduling  a  hearing  Is  not  neces¬ 
sarily  adequate  for  the  purpose  of  beginning 
a  summary  Judgment  procedure  The  differ¬ 
ence  Is  well  known  to  the  law.  While  a  broad 
complaint  may  be  legally  adequate  for  the 
purpose  of  Initiating  a  lawsuit  and  trial,  the 
Federal  Rules  of  Civil  Procedure  do  not  per¬ 
mit  a  summary  judgment  procedure  to  be 
used  unless  a  motion  is  made  which  specifi¬ 
cally  sets  forth  the  uncontested  facts  that 
warrant  summary  disposition.  See  Rule  56. 

Use  of  this  generaftype  of  notice  does  not 
absolutely  preclude  later  summary  dis¬ 
position  of  the  matter.  If  the  request  for 
hearing  indicates  that  there  may  be  a 
lack  of  any  genuine  issue  of  fact,  how¬ 
ever,  it  would  not  be  proper  to  enter  sum¬ 
mary  judgment  at  that  point.  Instead, 
the  proposed  denial  of  the  hearing  would 
be  required  to  be  furnished  to  the  person 
requesting  the  hearing,  who  would  then 
have  an  opportunity  to  demonstrate  that 
a  genuine  issue  of  fact  does  exist.  In  ef¬ 
fect,  the  proposed  denial  of  the  hearing 
would  be  comparable  to  a  summary  judg¬ 
ment  motion  filed  in  a  court,  would  pro¬ 
vide  the  other  party  with  an  opportunity 
to  controvert  it,  and  thus  would  fully 
comply  with  the  elements  for  summary 
judgment  set  out  in  the  Hess  &  Clark 
decision. 

The  second  type  of  notice,  comparable 
to  a  summary  judgment  motion  filed  In  a 
court,  specifies  with  sufficient  particu¬ 
larity  the  precise  issue  on  which  the 
Food  and  Drug  Administration  proposes 
to  take  action,  and  informs  the  affected 
party  that  summary  judgment  may  be 
entered  in  the  case  unless  that  party 
demonstrates  that  there  is  a  genuine  is¬ 
sue  of  fact  sufficient  to  justify  a  hearing. 
The  recent  case  law  also  demonstrates 
that  this  type  of  notice  can  be  provided 
in  two  quite  different  ways.  First,  the 
notice  may  itself  contain  a  detailed  de¬ 


scription  and  analysis  of  all  of  the  facts 
which  have  led  to  the  proposed  action. 
This  type  of  summary  judgment  notice 
was  also  described  in  the  recent  Hess  & 
Clark  decision: 

An  agency  may  not  validly  take  action 
against  an  Individual  without  a  hearing  un¬ 
less  Its  notice  to  the  Individual  of  the  ad¬ 
verse  action  proposed  to  be  taken  against 
him  specifies  the  nature  of  the  facts  and  evi¬ 
dence  on  which  the  agency  proposes  to  take 
action.  Such  notice  enables  the  affected  party 
to  prepare  an  informed  response  which  places 
all  the  relevant  data  before  the  agency. 

Second,  the  notice  may  refer  to  detailed 
requirements  specified  in  the  controlling 
statute  and  regulations,  in  lieu  of  analyz¬ 
ing  all  the  facts  in  detail,  and  may  state 
that,  because  those  specific  requirements 
have  not  been  met,  the  action  specified  is 
proposed  to  be  taken.  This  is  the  type  of 
administrative  summary  judgment  pro¬ 
cedure  approved  by  the  Supreme  Court  in 
the  Hynson  case.  Regardless  of  which  of 
these  two  types  of  detailed  notice  is  uti¬ 
lized,  the  burden  of  coming  forward  with 
sufficient  data  or  information  to  demon¬ 
strate  the  existence  of  a  genuine  issue  of 
fact  then  falls  upon  the  affected  party.  If 
that  party  fails  to  come  forward  with 
such  data  or  information,  summary 
judgment  may  be  entered  in  the  case  at 
that  point.  If  a  genuine  issue  of  fact  is 
shown  to  exist,  summary  judgment  is  im¬ 
proper  and  the  matter  must  be  set  for  a 
hearing. 

The  final  regulations  have  been  modi¬ 
fied  to  reflect  these  different  procedures. 
Some  of  the  comments  recognized  the 
distinction  between  these  procedures. 
Other  comments  contended  that  the  first 
type  of  procedure  is  the  only  one  per¬ 
missible  under  the  decisions  of  the  United 
States  Court  of  Appeals  for  the  District 
of  Columbia  Circuit  in  the  USV  and  Hess 
&  Clark  cases.  The  Commissioner  con¬ 
cludes  that  these  comments  misconstrue 
the  recent  case  law  in  this  respect. 

The  Food  and  Drug  Administration 
basically  has  used  a  single  form  of  notice 
of  opportunity  for  hearing  to  implement 
the  new  effectiveness  requirements  for 
new  drugs  enacted  by  Congress  in  the 
Drug  Amendments  of  1962.  In  each  case, 
the  notice  published  in  the  Federal  Reg¬ 
ister  states  that,  based  upon  the  review 
of  the  data  and  information  relating  to 
the  drug  conducted  by  the  National 
Academy  of  Sciences-National  Research 
Council  (NAS-NRC),  and  the  independ¬ 
ent  evaluation  of  the  NAS-NRC  review 
by  the  Commissioner,  it  has  been  deter¬ 
mined  that  there  is  a  lack  of  substantial 
evidence  that  the  drug  is  effective  in  use, 
as  required  by  the  statute.  The  notice 
states  that  approval  of  the  new  drug  ap¬ 
plication  (NDA)  must  be  withdrawn  pur¬ 
suant  to  section  505(e)  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act  (76  Stat. 
781;  21  U.S.C.  355(e)).  It  then  informs 
all  persons  affected  that  summary  judg¬ 
ment  will  be  entered  unless  a  request  for 
hearing  specifies  evidence  meeting  the 
statutory  criterion  of  "substantial  evi¬ 
dence”  (21  U.S.C.  355(d))  as  elucidated 
in  the  regulations  defining  adequate  and 
well-controlled  clinical  investigations, 
8  130.12(a)(5)  (21  CFR  130.12(a)(5)). 


FEDERAL  REGISTER,  VOL.  39,  NO.  50 — WEDNESDAY,  MARCH  13,  1974 


RULES  AND  REGULATIONS 


9751 


This  form  of  notice  has  been  used  with 
respect  to  every  drug  reviewed  for  effec¬ 
tiveness  pursuant  to  the  statutory  stand¬ 
ards.  Thus  far,  no  notice  has  analyzed 
any  of  the  existing  effectiveness  data  or 
information  except  in  a  few  instances  in¬ 
volving  new  studies  undertaken  after  the 
NAS-NRC  review.  This  procedure  has 
placed  the  burden  upon  the  drug  manu¬ 
facturer  to  come  forward  with  sufficient 
evidence  of  effectiveness  to  justify  a 
hearing.  Thus,  all  of  the  court  decisions 
upholding  the  Commissioner’s  use  of 
summary  judgment  to  withdraw  an  NDA 
for  lack  of  proof  of  effectiveness  have 
been  initiated  by  this  form  of  notice  of 
opportunity  for  hearing,  and  have  in¬ 
volved  judicial  approval  of  the  summary 
judgment  procedure  and  agreement  that 
the  manufacturer  did  not  have  sufficient 
evidence  to  justify  a  hearing.  See  Upjohn 
Co.  v.  Finch,  422  F.2d  944  (6th  Cir.  1970) ; 
Pfizer,  Inc.  v.  Richardson,  434  F.2d  536 
(2d  Cir.  1970) ;  Ciba-Geigy  Corp.  v.  Rich¬ 
ardson,  466  F.2d  466  (2d  Cir.  1971); 
American  Cyanamid  Co.  v.  Richardson, 
456  F.2d  509  (1st  Cir.  1971);  Bristol 
Laboratories  v.  Richardson,  456  F.2d  563 
(1st  Cir.  1971);  Diamond  Laboratories, 
Inc.  v.  Richardson,  452  F.2d  803  (8th  Cir. 
1972) ;  Agri-Tech,  Inc.  v.  Richardson, 
482  F.2d  1148  (8th  Cir.  1973).  See  also 
Pharmaceutical  Manufacturers  Associa¬ 
tion  v.  Richardson,  318  F.  Supp.  301  (D. 
Del.  1970). 

In  all  but  one  case,  the  Commissioner 
has  thoroughly  analyzed  all  of  the  data 
and  information  submitted  as  part  of  a 
request  for  a  hearing,  and  has  justified 
summary  judgment  on  the  basis  of  de¬ 
tailed  findings  on  the  inadequacy  of  such 
data  and  information  when  held  up 
against  the  requirements  of  the  statute 
and  regulations.  The  sole  exception  to 
that  rule  occurred  in  USV  Pharmaceu¬ 
tical  Corp  v.  Secretary  of  HEW,  supra,  in 
which  the  Commissioner  published  a  final 
order  withdrawing  the  NDA  and  deny¬ 
ing  a  hearing  with  no  analysis  or  findings 
whatever  with  respect  to  the  data  and 
information  submitted  with  the  request 
for  a  hearing.  The  Court  ruled  in  that 
case  that  this  procedure  was  improper. 
The  government  agreed,  did  not  appeal 
the  decision,  and  has  not  used  this  pro¬ 
cedure  in  any  subsequent  case. 

The  notice  of  opportunity  for  hearing 
which  initiated  the  proceedings  in  the 
Hynson  case  is  indistinguishable  from 
the  notice  which  has  initiated  the  pro¬ 
ceedings  in  all  of  the  other  NDA  with¬ 
drawal  cases  arising  under  the  Drug 
Amendments  of  1962.  The  adequacy  of 
that  notice  and  the  validity  of  the  entire 
procedure  used  by  the  Food  and  Drug 
Administration  to  withdraw  approval  of 
an  NDA  was  attacked  in  briefs  filed  in 
the  Supreme  Court  by  Hynson  and  by 
other  members  of  the  pharmaceutical 
industry.  These  briefs  argued  that,  to  be 
valid,  the  notice  of  opportunity  for  hear¬ 
ing  must  specify  why  all  of  the  existing 
data  and  information  fails  to  prove  that 
the  drug  is  effective,  relying  upon  the 
USV  decision.  The  government  briefs,  in 
turn,  fully  described  the  Food  and  Drug 
Administration’s  summary  judgment 


procedure,  and  defended  the  adequacy  of 
the  notice  and  the  withdrawal  procedure. 
The  government  argued  that  section  505 
(e)(3)  of  the  act  (21  U.S.C.  355(e)(3)) 
places  the  burden  on  the  NDA  holder  to 
prove  the  drug’s  effectiveness  and  that, 
in  view  of  the  NAS-NRC  reviews  and  the 
regulations  which  spell  out  the  require¬ 
ments  for  proof  of  effectiveness,  it  was 
entirely  proper  for  the  notice  of  oppor¬ 
tunity  for  hearing  simply  to  state  that 
there  is  a  lack  of  substantial  evidence  of 
effectiveness,  thus  imposing  upon  the 
NDA  holder  the  burden  of  coming  for¬ 
ward  with  sufficient  evidence  to  justify  a 
hearing.  This  issue  was  considered  of 
such  importance  that,  on  oral  argument, 
both  government  counsel  and  counsel  for 
the  industry  argued  the  issue  extensively. 
The  Supreme  Court  questioned  the  gov¬ 
ernment  counsel  particularly  closely  on 
the  matter.  Thus,  there  is  no  question 
that  the  issue  with  both  briefed  and 
argued,  and  fully  in  issue. 

In  its  Hynson  decision,  all  but  one 
member  of  the  Supreme  Court  directly 
affirmed  the  validity  of  the  notice  of  op¬ 
portunity  for  hearing  which  initiated  the 
proceedings  involved  in  the  case  and  the 
procedure  used  by  the  Food  and  Drug 
Administration.  Mr.  Justice  Powell  con¬ 
curred  in  the  result  but  did  not  concur 
with  the  other  six  Justices  that  the  valid¬ 
ity  of  the  notice  and  the  procedure  fol¬ 
lowed  by  the  Food  and  Drug  Administra¬ 
tion  should  be  decided  in  that  case. 

The  Hynson  decision  fully  described 
the  procedure  by  which  the  Food  and 
Drug  Administration  has  undertaken  to 
implement  the  Drug  Amendments  of 
1962  and  the  NAS-NRC  conclusion  that 
there  exists  a  lack  of  substantial  evi¬ 
dence  that  a  drug  is  effective.  The  opin¬ 
ion  related  that  “FDA  promulgated  new 
regulations  establishing  standards  for 
adequate  and  well-controlled  investiga¬ 
tions’  and  limiting  the  right  to  a  hearing 
to  those  applicants  who  could  proffer  at 
least  some  evidence  meeting  those  stand¬ 
ards.”  citing  §§  130.12(a)(5)  and  130.14 
(21  CFR  130.12(a)(5)  and  130.14),  the 
regulations  establishing  the  present  no¬ 
tice  and  summary  judgment  procedure. 
After  reviewing  the  statutory  scheme  and 
the  implementing  regulations,  and  de¬ 
scribing  the  enormity  of  the  task  in¬ 
volved  in  reviewing  thousands  of  drugs 
and  therapeutic  claims,  the  Supreme 
Court  concluded: 

The  drug  manufacturers  have  full  and  pre¬ 
cise  notice  of  the  evidence  they  must  present 
to  sustain  their  NDA’s,  and  under  these  cir¬ 
cumstances  we  find  FDA  hearing  regulations 
unexceptionable  on  any  statutory  or  consti¬ 
tutional  ground. 

It  is  thus  apparent  that  the  Court  upheld 
the  validity  of  the  form  of  notice  used 
in  all  of  the  withdrawal  proceedings  to 
date  involving  a  lack  of  substantial 
evidence  of  effectiveness  based  upon  the 
NAS-NRC  review  under  the  Drug 
Amendments  of  1962. 

The  recent  decision  of  the  United 
States  Court  of  Appeals  for  the  District 
of  Columbia  Circuit  in  Hess  &  Clark 
places  exactly  this  interpretation  upon 
the  Hynson  decision.  The  Hess  &  Clark 
case  arose  under  the  safety  provisions  of 


the  act,  not  the  effectiveness  provisions, 
and  did  not  result  from  the  NAS-NRC 
review  implementing  the  Drug  Amend¬ 
ments  of  1962.  This  was  clearly  under¬ 
stood  by  the  Court,  and  the  Court’s  deci¬ 
sion  explicitly  refers  to  this  distinction. 

In  Hess  &  Clark,  the  Commissioner  is¬ 
sued  a  notice  of  opportunity  for  hear¬ 
ing,  bringing  into  question  the  safety  of 
the  drug  involved,  and  then  withdrew 
the  drug  and  denied  a  hearing  on  the 
basis  of  completely  new  information 
which  was  not  in  existence  at  the  time 
of  the  notice  of  opportunity  for  hearing 
and  thus  on  which  the  NADA  holders  had 
no  opportunity  to  comment.  The  Court 
held  that  this  procedure  was  improper. 
The  Food  and  Drug  Administration  does 
not  contest  that  decision,  has  recom¬ 
mended  that  the  case  not  be  appealed, 
and  will  not  use  this  procedure  in  the 
future. 

In  arriving  at  its  decision,  the  Court 
explicitly  discussed  its  earlier  USV  case 
and  the  relationship  of  that  decision  to 
the  subsequent  Hynson  decision  in  the 
Supreme  Court.  The  Court  recognized 
that 

*  *  *  it  may  be  that  In  some  particulars 
the  application  of  USV  must  be  refined  In 
the  light  of  Hynson.  In  Hynson  the  Supreme 
Court  approved  the  FDA’s  summary  Judg¬ 
ment  procedure  permitting  withdrawal  of  an 
NDA  without  a  hearing  if  the  manufacturer 
failed  to  produce  "substantial  evidence”  of 
efficacy. 

The  Court  then  went  on  to  state  that, 
under  the  Hynson  decision,  where  the 
agency  has  issued  regulations  defining 
the  “substantial  evidence”  required  by 
the  statute,  the  present  form  of  notice 
of  opportunity  for  hearing  satisfies  the 
requirements  of  due  process: 

Hynson  in  effect  reaffirms  the  propriety  of 
administrative  summary  Judgment,  if  taken 
in  a  context  where  the  pleadings  on  their 
face  “conclusively”  show  that  the  hearing 
can  serve  no  useful  purpose.  It  did  not  over¬ 
turn  USV’s  requirement  that  the  agency 
make  some  showing  as  a  predicate  for  sum¬ 
mary  adjudication.  It  rather  found  that  such 
a  showing  and  predicate  was  supplied  by 
particularized  regulations  setting  forth  pre¬ 
cisely  what  the  manufacturer  was  required  to 
supply  and  by  findings  that  the  study  ad¬ 
duced  was  conclusively  deficient. 

Finally,  the  Court  recognized  that  it  was 
“in  no  way  suggesting  that  the  FDA’s 
course  must  or  should  be  the  same  re¬ 
gardless  whether  the  ultimate  issue  is 
efficacy  or  safety.” 

Thus,  it  is  apparent  that  the  United 
States  Court  of  Appeals  for  the  District 
of  Columbia  Circuit  has  itself  recognized 
that  its  earlier  USV  opinion  must  be  “re¬ 
fined”  in  light  of  Hynson,  and  that  the 
Supreme  Court  decided  in  Hynson  that 
the  form  of  notice  consistently  used  by 
the  Food  and  Drug  Administration  to 
implement  the  Drug  Amendments  of 
1962  meets  all  statutory  and  constitu¬ 
tional  requirements. 

Subsequent  to  the  USV  and  Hynson 
decisions,  two  other  cases  have  upheld 
the  validity  of  the  Food  and  Drug  Ad¬ 
ministration’s  NDA  withdrawal  pro¬ 
cedure.  Agri-Tech,  Inc.  v.  Richardson, 
supra ;  North  American  Pharmacol,  Inc. 
v.  Department  of  HEW,  No.  73-1386  (8th 
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Cir.  December  28,  1973) .  Both  decisions 
rejected  legal  challenges  to  this  proce¬ 
dure  and  upheld  the  contested  orders. 

The  courts  have  consistently  recog¬ 
nized  the  enormity  of  the  task  involving 
the  implementation  of  the  Drug  Amend¬ 
ments  of  1962.  As  the  Supreme  Court 
stated  in  the  Hynson  decision,  some 
4,000  drugs,  involving  approximately 
16,500  claims,  were  involved,  and  only  434 
drugs  were  found  effective  for  all  of  their 
claimed  uses.  For  some  of  these  claims, 
the  industry  itself  has  recognized  the 
lack  of  substantial  evidence  of  effective¬ 
ness,  and  has  not  sought  to  contest  a 
notice  of  opportunity  for  hearing.  For 
others,  there  has  been  a  sharp  contest.  It 
is  impossible  to  determine,  ahead  of  time, 
which  will  be  contested,  or  the  exact  ba¬ 
sis  on  which  they  will  be  contested.  If 
the  Food  and  Drug  Administration  were 
required  to  spend  thousands  of  valuable 
professional  man-hours  analyzing  every 
piece  of  data  and  information  in  an  old 
NDA  for  inclusion  in  a  notice  of  oppor¬ 
tunity  for  hearing,  only  to  learn  later 
that  the  claim  was  being  deleted  or  in 
any  event  the  company  agreed  and  had 
no  interest  in  contesting  the  matter,  or 
that  the  issue  resolved  down  to  one  or 
two  studies  out  of  thousands  of  pages  of 
data  and  information,  there  would  be  a 
substantial  waste  of  resources.  Such  a  re¬ 
quirement  would  impose  a  monumental 
task  upon  the  Food  and  Drug  Adminis¬ 
tration  that  could  not  be  completed  for 
many,  many  years  to  come,  and  that 
would  result  in  substantial  further  de¬ 
lay  in  the  implementation  of  a  statute 
which  the  Commissioner  has  already 
been  ordered  to  complete  by  October  11, 
1976.  American  Public  Health  Associa¬ 
tion  v.  Veneman,  349  F.  Supp.  1311 
(D.D.C.  1972),  court  order  reprinted  in 
the  Federal  Register  of  December  14, 
1972  (37  FR  26623) . 

For  example,  one  comment  contended 
that,  in  each  notice  of  opportunity  for 
hearing,  the  Food  and  Drug  Adminis¬ 
tration  should  be  required  to  include  all 
of  the  following  information: 

(a)  Specific  identification  of  each  report  or 
study,  published  or  unpublished,  and  any 
other  pertinent  information  evaluated  by  the 
FDA  in  reaching  the  decision  to  issue  the 
"notice.” 

(b)  For  each  such  report,  study  or  other 
information,  a  statement  of  FDA’s  classi¬ 
fication  of  it  as  a  controlled  study,  partially 
controlled  study,  uncontrolled  study,  Isolated 
case  report,  etc.  (See  5  130.12(a)(5)(c).) 

(c)  A  concise  summary  of  FDA’s  evalua¬ 
tion  of  each  such  report,  study,  or  other  in¬ 
formation,  including  uses  of  the  drug  "For 
which  there  exists  substantial  clinical  ex¬ 
perience  ( as  used  in  this  section,  this  means 
substantial  clinical  experience  adequately 
documented  in  medical  literature  or  by  other 
data  •  *  ^),  on  the  basis  of  which  it  can 
fairly  and  responsibly  be  concluded  by  quali¬ 
fied  experts  that  the  drug  is  safe  and  effective 
for  such  uses.”  Such  summary  should  specifi¬ 
cally  explain  any  respects  in  which  such  re¬ 
ports,  etc.  are  inadequate  Individually  and 
considered  as  a  whole  to  demonstrate  the 
safety  or  effectiveness  of  the  drug  when  used 
as  recommended  in  its  labeling.  Further,  the 
summary-  should  state  the  extent  to  which 
there  was  a  waiver  of  some  or  all  of  the  cri¬ 
teria  for  clinical  investigation  as  not  rea¬ 
sonably  applicable.  (See  §§1.105  (e)(4)  (ill) 


(c)  and  130.12(a)(5)(li)  (a)  (4)  and  (5).) 

(d)  Copies  of  the  reports  of  FDA’s  medical 
officers  and  other  FDA  scientific  or  technical 
staff  pertinent  to  the  "Notice  of  Opportunity 
for  Hearing.” 

(e)  Identification  of  each  expert  and  each 
advisory  committee  that  evaluated  such  re¬ 
ports,  studies,  or  evidence  and  concluded  that 
there  was  Inadequate  evidence  of  safety  or  a 
lack  of  substantial  evidence  of  effectiveness 
of  the  drug  product  when  used  as  recom¬ 
mended  in  its  labeling.  Copies  of  each  report 
of  evaluation  by  such  experts  and  of  the 
minutes  or  transcript  of  each  advisory  com¬ 
mittee  session  pertinent  to  the  “notice." 

(f)  Identification  of  each  expert  whose 
opinion  has  been  made  available  to  FDA  con¬ 
cluding  on  the  basis  of  his  evaluation  of  such 
reports,  studies,  and  other  evidence,  that 
there  is  adequate  evidence  of  safety  or  that 
there  is  substantial  evidence  of  effectiveness 
of  the  drug  product,  and  copies  of  any  writ¬ 
ten  reports  of  such  evaluations. 

(g)  Specific  identification  and  a  summary 
and  evaluation  of  all  reports  of  investiga¬ 
tions,  and  of  clinical  experience  purporting  to 
show  adverse  reactions  to  the  drug  product, 
and  any  other  question  of  safety  or  effective¬ 
ness  of  the  drug  product  which  are  available 
and  have  been  considered  by  FDA  and  which 
may  not  otherwise  be  available  to  each  ap¬ 
plicant  or  other  persons  who  manufacture  or 
distribute  identical,  related  or  similar  drug 
products  as  defined  in  §  130.40.  (See 
§  130.13(f).) 

(h)  A  clear  statement  as  to  whether  or  not 
the  evidence  of  safety  or  effectiveness  of  the 
drug  product  would  be  regarded  as  adequate 
on  the  basis  of  revised  labeling  and  if  so,  with 
what  specific  revisions. 

(i)  A  fair  statement  of  FDA’s  knowledge  or 
opinions  with  respect  to  the  availability  of 
methodology  and  a  description  of  studies 
capable  of  resolving  any  unresolved  question 
of  the  safety  or  effectiveness  of  the  drug 
product,  taking  into  account  responsible  con¬ 
sideration  of  the  safety  of  the  subjects  em¬ 
ployed  in  such  investigations. 

The  statute  places  the  burden  on  a  drug 
manufacturer  to  prove  the  safety  and  ef¬ 
fectiveness  of  a  drug.  The  procedure 
recommended  in  this  comment  would  im¬ 
properly  shift  the  burden  to  the  Food  and 
Drug  Administration  to  prove  that  a  drug 
is  unsafe  or  ineffective  and  would  vir¬ 
tually  preclude  prompt  enforcement  of 
the  law.  The  Commissioner  concludes 
that  this  type  of  approach  is  contrary  to 
the  statutory  language  and  legislative 
intent  of  Congress  in  enacting  the  Drug 
Amendments  of  1962. 

The  Commissioner  notes  that,  for  all 
drugs  subject  to  the  NAS-NRC  review, 
this  constitutes  the  first  evaluation  by 
the  Food  and  Drug  Administration  for 
effectiveness.  Thus,  a  determination  of 
lack  of  proof  of  effectiveness  does  not 
necessarily  result  from  evaluation  of  new 
data  or  information.  Instead,  it  results 
from  an  evaluation  of  all  existing  effec¬ 
tiveness  data  or  information,  for  the  first 
time,  and  a  determination  that  it  fails  to 
include  the  type  of  evidence  of  effective¬ 
ness  required  by  the  statute  and  regula¬ 
tions.  The  courts  have  consistently  recog¬ 
nized  that  this  evalution  is  sufficient  to 
constitute  the  “new  evidence”  required  by 
the  statute,  on  the  basts  of  which  the 
determination  of  a  lack  of  substantial 
evidence  may  properly  be  made.  Once  the 
drug  effectiveness  study  project  is  com¬ 
pleted,  of  course,  and  all  new  drugs  have 
been  reviewed  for  both  safety  and  effec¬ 


tiveness,  this  situation  will  no  longer 
arise. 

The  pharmaceutical  industry  has  at 
times  contended  that  the  requirements 
for  substantial  evidence  of  effectiveness 
took  it  by  surprise,  and  that  it  had  ex¬ 
pected  that  evidence  other  than  ade¬ 
quate  and  well-controlled  clinical  studies 
would  be  sufficient  to  prove  effectiveness. 
The  Commissioner  does  not  believe  that 
the  statute  could  be  so  interpreted,  and 
the  courts  have  now  ruled  definitively  on 
this  matter.  In  any  event,  whatever  may 
once  have  been  the  situation,  the  phar¬ 
maceutical  industry  can  no  longer  con¬ 
tend  that  it  is  unaware  of  the  require¬ 
ments  for  proof  of  effectiveness.  Section 
130.12(a)  (5)  of  the  regulations  was  first 
published  in  the  Federal  Register  of 
September  19,  1969  (34  FR  14596)  and, 
after  being  reproposed  in  the  Federal 
Register  of  February  17,  1970  (35  FR 
3073),  was  promulgated  in  the  Federal 
Register  of  May  8,  1970  (35  FR  7250). 
For  over  four  years,  therefore,  the  re¬ 
quirements  for  an  adequate  and  well- 
controlled  clinical  study  have  been  quite 
apparent  to  the  pharmaceutical  industry. 
Similarly  the  regulation  setting  out  the 
requirements  for  combination  drugs  in 
§  3.86  (21  CFR  3.86)  was  proposed  in  the 
Federal  Register  of  February  18,  1971 
(36  FR  3126),  and  promulgated  in  the 
Federal  Register  of  October  15,  1971 
(36  FR  20038).  Thus,  there  has  been 
more  than  sufficient  time  for  any 
pharmaceutical  manufacturer  or  distrib¬ 
utor  to  conduct  adequate  and  well-con¬ 
trolled  clinical  investigations  to  prove  or 
disprove  the  effectiveness  of  any  drug  he 
markets. 

The  entire  pharmaceutical  industry  is 
therefore  aware  of  the  names  of  all  of 
the  drugs  that  are  under  review,  the 
evaluation  of  those  drugs  by  the  NAS- 
NRC,  and  the  type  of  effectiveness  data 
required  by  the  statute  and  regulations. 
There  has  been  ample  opportunity  for 
any  member  of  industry  to  meet  with 
Food  and  Drug  Administration  officials 
to  obtain  guidance  on  new  testing  or  to 
consult  with  respect  to  the  adequacy  of 
existing  data.  Thus,  as  the  Supreme 
Court  recognized  in  Hynson,  no  one  can 
properly  claim  surprise  or  argue  that 
there  has  been  inadequate  notice. 

In  considering  the  application  of  the 
new  regulations,  the  Commissioner  has 
separated  the  problems  into  four  areas: 
(a)  Safety  issues;  (b)  effectiveness  issues 
arising  as  a  result  of  the  NAS-NRC  re¬ 
view  implementing  the  Drug  Amend¬ 
ments  of  1962;  (c)  effectiveness  issues 
arising  after  a  drug  has  been  approved 
as  fully  effective  subsequent  to  the  Drug 
Amendments  of  1962,  either  because  the 
product  was  first  marketed  after  1962,  or 
because  it  was  reviewed  as  a  part  of  the 
program  implementing  the  1962  amend¬ 
ments  and  was  then  approved  as  effec¬ 
tive;  and  (d)  “grandfather”  issues  and 
other  issues  relating  to  the  legal  status 
of  the  drug. 

(a)  With  respect  to  safety  issues,  since 
1938  the  Food  and  Drug  Administration 
has  used  a  general  form  of  notice  of 
opportunity  for  hearing.  This  form  will 
ordinarily  continue  to  be  used  whenever 
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the  agency  does  not  intend  to  consider 
immediate  summary  disposition  of  the 
matter  against  the  person  requesting  8 
hearing.  At  the  present  moment,  the 
Food  and  Drug  Administration  has  no 
regulations  elucidating  the  requirements 
of  proof  of  safety  for  huinun  drugs.  Ac¬ 
cordingly,  until  such  regulations  arc 
adopted,  if  summary  judgment  is  con¬ 
templated,  either  a  detailed  and  specific 
notice  will  be  used,  or  the  proposed  denial 
of  a  hearing  will  be  served  upon  the 
person  requesting  a  hearing  for  further 
opportunity  to  justify  a  hearing. 

(b)  With  respect  to  effectiveness  is¬ 
sues  for  drugs  which  have  been  subjected 
to  the  drug  effectiveness  study  imple¬ 
menting  the  new  requirements  of  the 
Drug  Amendments  of  1962,  and  thus 
were  first  marketed  prior  to  the  effective 
date  of  that  statute,  quite  different  con¬ 
siderations  are  involved.  Ordinarily,  the 
general  type  of  notice,  which  precludes 
immediate  use  of  summary  judgment, 
will  not  be  used.  Indeed,  this  type  of 
notice  has  not  yet  been  used  in  any  NDA 
withdrawal  proceeding  implementing 
the  Drug  Amendments  of  1962.  Instead, 
the  notice,  as  already  described  above, 
refers  to  the  detailed  and  specific  re¬ 
quirements  of  the  statute  and  regulations 
and  states  that  summary  judgment  will 
be  entered  in  the  case  unless  an  affected 
person  justifies  a  hearing  by  coming 
forward  with  evidence  meeting  those 
requirements.  This  type  of  notice  will 
continue  to  be  used  where  a  review  of  the 
available  data  and  information  leads  to 
the  conclusion  that  there  is  a  complete 
absence  of  the  type  of  evidence  required 
by  the  statute  for  proof  of  effectiveness. 

Where  a  review  of  the  available  data 
and  information  leads  to  the  conclusion 
that  there  is  some  evidence  of  the  type 
required  by  the  statute  but  it  is  neverthe¬ 
less  insufficient  to  prove  effectiveness, 
either  a  general  notice  will  be  used 
where  no  summary  judgment  is  immedi¬ 
ately  contemplated,  or  a  detailed  form 
of  notice  will  be  used  or  a  proposed 
denial  of  hearing  will  be  served  upon  the 
person  where  there  still  exists  the  possi¬ 
bility  that  there  may  be  no  genuine  issue 
of  fact  precluding  summary  disposition. 

(c)  With  respect  to  effectiveness  is¬ 
sues  that  arise  after  the  Food  and  Drug 
Administration  has  approved  a  drug  for 
effectiveness  (either  as  a  result  of  the 
NAS-NRC  review,  or  because  the  NDA 
was  submitted  subsequent  to  1962,  but 
not  including  pre-1962  drugs  with  an 
approved  supplemental  NDA  after  1962 
without  a  full  review  of  effectiveness) , 
the  issues  are  again  somewhat  different 
than  those  presented  in  the  other  two 
circumstances  set  out  in  paragraphs  (a> 
and  (b) .  Under  these  circumstances,  the 
drug  has  been  reviewed  and  approved  for 
effectiveness  on  the  basis  of  substantial 
evidence,  as  defined  in  the  statute  and 
regulations.  Accordingly,  it  is  apparent 
that  a  notice  simply  summarizing  in¬ 
formation  on  the  basis  of  which  it  has 
been  concluded  that  the  drug  is  no  longer 
proved  to  be  effective  could  not,  in  it¬ 
self,  lead  immediately  to  summary  judg¬ 
ment,  since  the  request  for  hearing  could 


always  rely  upon  the  evidence  of  effec¬ 
tiveness  on  the  basis  of  which  the  drug 
was  initially  approved.  Nevertheless, 
there  may  also  be  some  circumstances 
where  adequate  and  well-controlled 
clinical  studies  exist  with  respect  to  the 
drug,  but  where  there  is  no  genuine  issue 
of  fact  justifying  a  hearing  Under  those 
circumstances,  if  summary  disposition  is 
to  be  immediately  considered  a  detailed 
notice  of  opportunity  for  hearing  will  be 
used,  or  a  proposed  denial  of  a  hearing 
may  later  be  furnished  for  rebuttal  to 
the  person  requesting  the  hearing. 

(d>  With  respect  to  “grandfather”  is¬ 
sues  and  other  issues  relating  to  the  legal 
status  of  the  drug,  it  is  anticipated  that 
such  issues  will  arise  primarily  with  re¬ 
spect  to  drugs  which  have  been  subjected 
to  the  NAS-NRC  review.  The  form  of 
notice  used  to  implement  this  review  will 
advise  all  persons  covered  by  the  notice 
that  these  issues  are  raised.  Any  person 
who  contends  that  his  drug  is  exempt 
pursuant  to  either  of  the  “grandfather” 
clauses  or  for  any  other  legal  reason  will 
be  required  to  come  forward  with  the 
detailed  basis  for  his  contention.  In  most 
instances,  the  facts  will  not  be  disputed 
and  thus  summary  disposition  will  be 
proper.  Indeed,  in  a  number  of  instances 
the  only  issue  raised  will  be  a  legal  issue, 
on  which  no  hearing  is  required.  Where 
issues  of  fact  do  arise,  a  hearing  will  be 
granted. 

2.  Some  comments  contended  that  the 
detailed  formats  and  analyses  required 
by  the  proposal  evidence  a  bias  by  the 
Commissioner  against  hearings,  and 
constitute  an  unreasonable  and  arbi¬ 
trary  burden  on  the  person  requesting 
a  hearing. 

As  the  Supreme  Court  recognized  in 
the  Hynson  case,  the  Drug  Amendments 
of  1962  placed  upon  the  Commissioner 
the  immense  burden  of  reviewing  basi¬ 
cally  all  prescription  drugs  then  on  the 
market,  to  make  certain  that  only  those 
that  are  effective  as  well  as  safe  will  be 
allowed  to  remain  on  the  market.  The 
Supreme  Court  fully  understood  that  it 
would  be  impractical  to  conduct  a  hear¬ 
ing  on  every  issue  that  would  arise  in 
the  course  of  such  a  review,  and  ap¬ 
proved  procedures  designed  to  separate 
out  those  issues  for  which  a  hearing  is 
truly  justified  from  those  for  which  no 
hearing  is  justified. 

The  Commissioner  has  no  bias  against 
a  public  hearing  where  a  sufficient 
factual  predicate  has  been  established  to 
show  that  it  will  accomplish  some  useful 
purpose.  Where  a  hearing  can  accom¬ 
plish  no  useful  purpose,  however,  it  would 
be  a  waste  of  time,  effort,  and  valuable 
public  resources  to  hold  a  hearing.  The 
purpose  of  the  procedures  contained  in 
the  proposal  is  to  provide  a  reasonable 
mechanism  for  determining  those  issues 
which  deserve  a  public  hearing  and  those 
issues  for  which  a  public  hearing  would 
be  unproductive  and  not  required  under 
the  principles  laid  down  by  the  Supreme 
Court  in  the  Hynson  decision. 

The  regulations  adopt  the  standard 
enunciated  by  the  Supreme  Court  in  the 
Hynson  decision.  A  hearing  will  be  held 
unless  it  appears  conclusively  from  the 


request  for  the  hearing  that  the  data  and 
information  on  which  the  person  re¬ 
questing  the  hearing  relies  are  insuf¬ 
ficient  on  their  face  to  justify  the  relief 
sought,  or  that  the  data  and  information 
justify  the  relief  sought  by  the  person 
requesting  the  hearing  without  the 
necessity  for  a  hearing. 

The  burden  placed  upon  the  person  re¬ 
questing  the  hearing  pursuant  to  the 
regulations  is  no  different  than  the  bur¬ 
den  placed  upon  the  Food  and  Drug  Ad¬ 
ministration.  Under  these  procedures, 
the  Food  and  Drug  Administration  must 
fust  review  the  evaluation  provided  by 
the  NAS-NRC,  and  must  then  conduct 
its  own  evaluation  of  all  of  the  existing 
data  and  information  on  the  drug  (or  the 
particular  indication)  involved.  As  al¬ 
ready  indicated,  where  there  are  no  pub¬ 
lished  objective  standards  that  may  be 
applied,  as  is  presently  true  with  respect 
to  the  statutory  requirements  for  proof 
of  safety,  the  specific  information  which 
gives  rise  to  a  determination  that  ap¬ 
proval  of  the  NDA  should  be  withdrawn 
will  be  set  forth  in  the  Federal  Register, 
or  the  proposed  hearing  denial  will  be 
given,  for  rebuttal,  to  the  person  request¬ 
ing  a  hearing,  if  summary  judgment  is 
to  be  considered.  Where  there  are  pub¬ 
lished  objective  standards  for  such  eval¬ 
uation,  as  is  presently  true  with  respect 
to  the  statutory  requirement  for  ade¬ 
quate  and  well-controlled  clinical  inves¬ 
tigations,  it  is  sufficient  if  the  notice 
states  that  no  such  data  or  information 
exist. 

Once  the  notice  is  published,  the  bur¬ 
den  then  falls  on  the  person  requesting  a 
hearing  to  justify  the  need  for  a  hearing. 
In  the  absence  of  such  justification,  no 
hearing  will  be  held.  If  a  safety  issue  is 
involved,  the  person  requesting  the  hear¬ 
ing  need  only  demonstrate  the  existence 
of  data  which  raise  a  genuine  issue  of 
fact  as  to  whether  the  product  is  or  is 
not  safe.  If  effectiveness  is  involved,  the 
person  requesting  the  hearing  must 
demonstrate  that  there  is  some  evidence 
which  satisfies  the  requirements  estab¬ 
lished  in  the  statute  and  regulations  for 
adequate  and  well-controlled  clinical 
studies.  If  a  “grandfather”  issue  is 
raised,  the  person  requesting  the  hearing 
must  demonstrate  that  there  are  suf¬ 
ficient  data  or  information  to  justify 
such  status  or  at  least  to  raise  a  disputed 
issue  of  fact. 

Upon  receipt  of  a  request  for  hearing, 
the  Food  and  Drug  Administration  must 
analyze  the  request  and  take  one  of -four 
courses  of  action.  First,  if  a  hearing  is 
justified,  the  Commissioner  must  publish 
a  notice  announcing  the  hearing  and 
setting  forth  the  issues  to  be  resolved  at 
the  hearing.  Second,  if  the  Commissioner 
concludes  that  the  person(s)  requesting 
the  hearing  has  shown  that  the  drug  is 
safe  and  effective,  he  shall  publish  a 
notice  denying  the  hearing,  entering 
summary  judgment  for  such  person,  and 
withdrawing  the  notice  of  opportunity 
for  hearing-.  Third,  if  the  Commissioner 
concludes  that  a  hearing  is  not  justified 
and  that  summary  judgment  should  be 
entered  against  the  person  requesting 
the  hearing,  he  must  set  forth  his  flnd- 
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ings  and  conclusions  in  detail  specifying 
why  each  study  contained  in  the  request 
fails  to  meet  the  requirements  of  the 
statute  and  regulations  or  otherwise  does 
not  raise  a  genuine  issue  of  fact.  Fourth, 
if  there  are  no  detailed  regulations  that 
are  controlling  and  only  a  general  notice 
is  used,  the  proposed  denial  of  hearing 
must  be  given,  for  rebuttal,  to  the  person 
requesting  a  hearing,  and  any  such  re¬ 
buttal  must  also  be  analyzed  in  detail. 
In  short,  in  order  to  deny  a  hearing  the 
Commissioner  must  review  the  analyses 
submitted  by  the  person  requesting  the 
hearing  and  must  reply  to  each  specific 
contention  made.  Thus,  this  procedure 
establishes  no  greater  burden  for  the 
person  requesting  a-  hearing  than  it  does 
for  tyie  Food  and  Drug  Administration. 

Experience  with  requests  for  hearing 
during  the  past  few  years  has  demon¬ 
strated  a  compelling  need  for  the  for¬ 
mats  and  analyses  required  in  the  new 
regulations.  The  Commissioner  has  no 
interest  whatever  in  meaningless  re¬ 
quirements.  Some  requests  for  hearings, 
however,  have  been  so  disorganized,  in¬ 
complete,  and  confusing  as  to  hinder 
the  agency’s  effective  and  efficient  im¬ 
plementation  of  the  act.  References  have 
been  made  to  material  that  is  inacces¬ 
sible;  literature  reprints  in  foreign 
languages  have  been  submitted  without 
translations;  some  supporting  material 
has  been  included  only  in  part;  material 
on  safety  and  effectiveness  has  been  in¬ 
termixed;  and,  in  general,  it  has  fre¬ 
quently  been  apparent  that  the  purpose 
of  the  submission  was  simply  to  over¬ 
whelm  the  agency  with  as  much  paper 
as  could  be  found  relating  to  the  subject, 
regardless  of  its  quality  or  relevance.  The 
Commissioner  concludes  that  the  overall 
poor  quality  of  requests  for  hearing  sub¬ 
mitted  to  date  clearly  necessitates  the 
adoption  of  standard  procedural  rules 
designed  to  reduce  the  material  submit¬ 
ted  to  those  tests  that  have  clear  rele¬ 
vance  to  the  question  whether  a  hearing 
is  justified,  and  to  require  that  the 
material  be  presented  in  a  clear,  concise, 
and  meaningful  way. 

3.  Several  comments  suggested  that  an 
administrative  law  judge  should  decide 
if  there  is  an  issue  of  fact  justifying  a 
hearing,  rather  than  the  Commissioner. 
The  comments  contended  that  it  is 
prejudicial  and  unfair  for  the  same  per¬ 
son  who  issues  a  notice  of  opportunity 
for  hearing  to  rule  on  whether  a  hearing 
is  justified.  At  least  one  comment  argued 
that  constitutional  requirements  pre¬ 
clude  this  form  of  procedure. 

The  Commissioner  notes  that  the  same 
legal  arguments  were  made  in  the  phar¬ 
maceutical  industry  briefs  before  the  Su¬ 
preme  Court  in  the  Hynson  case,  and 
that  the  Supreme  Court  rejected  them 
in  holding  that  the  present  summary 
judgment  procedures  meets  all  statutory 
and  constitutional  requirements. 

Nevertheless,  the  Commissioner  recog¬ 
nizes  that  a  substantial  amount  of  con¬ 
cern  with  respect  to  use  of  summary 
judgment  arises  from  the  feeling,  even 
if  not  justified,  of  prejudgment  and  un¬ 
fairness.  Accordingly,  even  though  the 
legality  of  the  present  procedure  has  been 


upheld  in  the  courts,  the  Commissioner 
concludes  that  some  modification  of  this 
procedure  is  desirable  in  order  to  dispel 
the  perception  of  prejudgment  and  un¬ 
fairness  that  now  exists. 

The  Commissioner  concludes  that,  in 
the  future,  there  will  be  a  strict  separa¬ 
tion  of  functions  between  the  Bureau  of 
Drugs  and  the  office  of  the  Commissioner 
on  these  matters.  The  Bureau  of  Drugs 
will  be  delegated  the  authority  to  issue 
a  notice  of  opportunity  for  hearing.  If  a 
hearing  is  requested,  the  Bureau  of  Drugs 
will  analyze  the  submission  and  draft  a 
proposed  order  ruling  on  the  matter. 
That  proposal  will  then  be  forwarded  to 
the  office  of  the  Commissioner  along  with 
the  request  for  hearing,  for  independent 
review  and  decision.  No  negotiations  or 
ex  parte  contacts  will  be  permitted.  The 
Bureau  of  Drugs  will  not  in  any  way  par¬ 
ticipate  in  the  review  of  the  matter  by 
the  office  of  the  Commissioner.  The  Com¬ 
missioner  will  then  publish  a  notice 
granting  or  denying  a  hearing. 

This  formal  separation  of  functions, 
which  exceeds  statutory  and  constitu¬ 
tional  requirements  as  interpreted  by  the 
Supreme  Court  in  the  Hynson  decision, 
will  guarantee  that  an  independent  judg¬ 
ment  is  reached  by  an  arbiter  who  is  not 
involved  in  the  initiation  of  the  proceed¬ 
ing,  and  thus  will  preclude  bias  and 
guarantee  fairness.  It  should  be  noted 
that,  under  the  Administrative  Proce¬ 
dure  Act  (5  U.S.C.  556(b))  all  hearings 
may  be  conducted  either  by  an  adminis¬ 
trative  law  judge  or  by  the  head  of  the 
agency.  Thus,  in  this  instance  the  office 
of  the  Commissioner  will  be  serving  the 
same  function  as  an  administrative  law 
judge. 

The  office  of  the  General  Counsel  will 
observe  the  same  separation  of  func¬ 
tions  in  dealing  with  these  matters.  The 
attorneys  who  are  designated  to  work 
with  the  Bureau  of  Drugs  on  these  mat¬ 
ters  will  be  disqualified  from  participat¬ 
ing  in  any  way  in  work  on  them  with 
the  office  of  the  Commissioner. 

4.  It  was  contended  that  there  is  no 
need  for  new  regulations,  and  that  the 
existing  regulations  are  entirely  adequate 
for  implementation  of  the  Drug  Amend¬ 
ments  of  1962. 

The  Commissioner  concludes  that  the 
existing  regulations  are  inadequate  in 
several  respects.  They  fail  to  require  a 
standard  format  and  analyses  which  will 
enable  the  Commissioner  to  evaluate  the 
request  for  hearing  expeditiously  and 
accurately;  they  establish  no  policy  or 
requirements  with  respect  to  the  “grand¬ 
father”  and  other  issues  inherently  raised 
in  any  request  for  hearing;  and  they  are 
not  as  precise  and  explicit  as  they  should 
be  in  numerous  other  areas.  The  purpose 
of  regulations  is  to  interpret  and  apply 
the  law,  and  thus  to  clarify  the  law  by 
apprising  the  public  and  the  regulated 
industry  of  all  applicable  legal  require¬ 
ments  in  greater  detail  than  is  possible 
in  a  statute.  The  Commissioner  concludes 
that  the  new  regulations  are  both  neces¬ 
sary  and  appropriate  to  achieve  this 
purpose. 

5.  A  number  of  comments  argued  that 
it  is  not  legally  permissible  to  deny  a 


hearing  simply  because  the  hearing  re¬ 
quest  does  not  contain  the  required  anal¬ 
yses,  or  is  not  in  the  required  formats, 
set  out  in  the  proposed  regulations.  Other 
comments  recognized  that  standard  anal¬ 
yses  and  formats  could  be  required,  but 
contended  that  a  hearing  should  not  be 
denied  for  minor  or  technical  deficiencies 
and  suggested  that  modification  or  re¬ 
submission  should  be  allowed  under  these 
circumstances.  One  comment  suggested 
that  data  inadvertently  or  carelessly 
omitted  should  not  automatically  be  ex¬ 
cluded  if  the  manufacturer  later  dis¬ 
covers  and  seeks  to  submit  such  data. 

It  is  a  well-recognized  principle,  ap¬ 
plied  both  by  the  courts  and  by  admin¬ 
istrative  agencies,  that  requests  for  hear¬ 
ings  or  other  applications  and  pleadings 
may  be  required  to  be  in  a  standard 
format  and  to  contain  specified  types  of 
information.  The  failure  to  file  the  cor¬ 
rect  form  in  the  correct  court  by  a  par¬ 
ticular  date  has  always  constituted  a 
waiver  of  legal  rights.  Section  701(a)  of 
the  act  (21  U.S.C.  371(a))  clearly  au¬ 
thorizes  the  Commissioner  to  promul¬ 
gate  comparable  requirements  for  the 
Food  and  Drug  Administration  as  long  as 
they  are  reasonable.  Accordingly,  the  sug¬ 
gestion  that  the  Commissioner  is  with¬ 
out  legal  authority  to  require  standard¬ 
ized  formats  or  analyses  for  a  request  for 
hearing  is  rejected. 

On  the  other  hand,  the  Commissioner 
does  not  wish  to  impose  undue  hardship, 
and  would  not  intend  to  reject  a  request 
for  hearing  solely  because  of  minor  tech¬ 
nical  deficiencies,  as  long  as  a  good  faith 
attempt  to  meet  all  the  requirements  of 
§  130.14  is  apparent  and  any  deficiencies 
noted  are  immediately  corrected.  In  the 
event  that,  through  inadvertence,  critical 
data  are  excluded  from  a  request  for 
hearing,  the  Commissioner  will  entertain 
a  request  to  receive  the  data  upon  a  show¬ 
ing  that  the  excluded  information  was 
overlooked  in  good  faith.  The  regulations 
have  therefore  been  modified  to  make 
this  clear. 

6.  Some  comments  contended  that  the 
purpose  of  the  format  was  to  permit  the 
Commissioner  to  resolve  factual  disputes, 
and  pointed  out  that  a  factual  dispute 
must  be  resolved  at  a  hearing. 

The  Commissioner  fully  recognizes 
that  a  factual  dispute  must  be  resolved  at 
a  hearing.  The  regulations  have  been 
modified  to  make  this  clear.  The  sole 
purpose  of  the  required  format  and  anal¬ 
yses  is  to  permit  the  Commissioner  to 
determine  whether  a  factual  dispute  does 
exist,  or  whether  there  is  no  factual  dis¬ 
pute  that  justifies  a  hearing. 

7.  One  comment  contended  that  the 
Commissioner  may  not  properly  require 
a  point-by-point  analysis  of  a  drug  study 
against  the  criteria  in  §§  130.12(a)  (5)  or 
3.86. 

The  Commissioner  rejects  this  conten¬ 
tion  as  legally  and  factually  unsound. 
Such  an  analysis  is  required  in  order 
to  determine  whether  a  hearing  is  justi¬ 
fied.  As  already  noted,  there  is  ample 
legal  authority  for  such  a  requirement. 

8.  Comments  pointed  out  that  a  hear¬ 
ing  must  be  held  unless  all  of  the  data 
are  conclusively  inadequate  when  held  up 
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against  the  requirements  of  the  statute 
and  the  regulations.  Some  comments 
contended  that  the  Food  and  Drug  Ad¬ 
ministration  must  accept  whatever  alle¬ 
gations  are  made  in  the  request  for  hear¬ 
ing,  and  is  precluded  from  denying  a 
hearing  if  the  person  requesting  the 
hearing  alleges  that  the  data  or  informa¬ 
tion  meet  the  requirements  of  the  statute 
and  regulation. 

The  Commissioner  agrees  that  a  hear¬ 
ing  may  be  immediately  denied  only  if 
none  of  the  data  or  information  sub¬ 
mitted  meet  the  requirements  of  the 
statute,  as  spelled  out  in  the  implement¬ 
ing  regulations.  It  is  equally  clear  that 
mere  allegations  or  conclusory  state¬ 
ments  are  insufficient  to  justify  a  hear¬ 
ing.  The  new  requirements  for  specific 
formats  and  analyses  will  help  the  Com¬ 
missioner  determine  whether  a  conclu¬ 
sion  that  the  hearing  is  justified,  reached 
by  a  person  requesting  a  hearing,  is  sup¬ 
portable.  In  no  instance  will  the  Com¬ 
missioner  accept  such  a  conclusion  with¬ 
out  analyzing  the  data  and  information 
to  confirm  that  they  do,  on  their  face, 
meet  the  requirements  of  the  statute  and 
regulations.  This  issue  was  fully  briefed 
and  argued  in  the  Hynson  case,  and  the 
Supreme  Court  approved  the  existing 
Food  and  Drug  Administration  proce¬ 
dures.  The  Commissioner  has  the  same 
authority  to  examine  the  pleadings  in  a 
summary  judgment  motion  as  does  a 
court  in  similar  circumstances.  It  ob¬ 
viously  would  be  unacceptable  if  sum¬ 
mary  judgment  could  be  avoided  merely 
by  the  unsupported  statement  that  evi¬ 
dence  exists  which  satisfies  the  require¬ 
ments  of  the  statute  and  regulations, 
when  none  in  fact  does  exist. 

9.  One  comment  suggested  that  the 
regulations  state  precisely  what  showing 
will  suffice  to  obtain  a  hearing. 

The  Commissioner  advises  that  a  hear¬ 
ing  will  be  granted  when  data  or  infor¬ 
mation  are  presented  from  which  it 
appears  that  there  is  a  genuine  and  sub¬ 
stantial  issue  of  fact.  Thus,  for  example, 
where  the  issue  is  safety,  a  showing  of 
studies  purporting  to  demonstrate  the 
safety  of  the  drug  will  ordinarily  suffice 
to  justify  a  hearing  unless,  when  viewed 
in  the  light  of  a  detailed  notice  of  op¬ 
portunity  for  hearing,  or  after  the  person 
requesting  a  hearing  has  had  an  oppor¬ 
tunity  to  rebut  a  proposed  denial  of  a 
hearing,  they  present  no  issue  of  fact  and 
the  matter  is  therefore  ready  for  deci¬ 
sion  without  the  necessity  of  a  hearing. 
Where  the  issue  is  effectiveness,  the  sub¬ 
mission  of  some  evidence  which  meets 
all  the  requirements  of  the  statute  and 
regulations  and  which  contains  results 
which  show  that  the  drug  is  effective 
would  also  ordinarily  be  sufficient  to 
justify  a  hearing  (unless,  after  the  per¬ 
son  requesting  the  hearing  has  been 
given  the  opportunity  to  respond  to  a 
proposed  denial  of  a  hearing,  there  re¬ 
mains  no  factual  issue).  If  an  adequate 
and  well-controlled  clinical  study  or  stu¬ 
dies  meeting  the  requirements  of  §  130.12 
(a)  (5)  are  submitted  and,  on  their  face, 
demonstrate  the  ineffectiveness  of  the 
product,  however,  certainly  no  hearing 


would  be  justified.  The  regulations  have 
been  modified  to  state  this  policy. 

10.  One  comment  urged  that  the  regu¬ 
lations  make  it  clear  that  the  Commis¬ 
sioner’s  order  denying  a  hearing  must 
contain  detailed  findings  and  conclu¬ 
sions. 

This  was  the  intent  of  the  proposal, 
and  the  Commissioner  has  therefore 
modified  the  regulations  to  make  the  in¬ 
tent  more  explicit.  As  noted  in  paragraph 
1  of  this  preamble,  the  Commissioner  has 
made  such  detailed  findings  and  conclu¬ 
sions  in  all  orders  denying  a  hearing  with 
the  single  exception  of  the  order  which 
resulted  in  the  USV  decision  in  the 
United  States  Court  of  Appeals  for  the 
District  of  Columbia  Circuit,  and  the 
procedure  used  in  that  case  has  not  since 
been  followed  in  any  other  case. 

11.  Several  comments  stated  that  the 
task  of  compiling  all  the  required  infor¬ 
mation  for  a  request  for  hearing  is  too 
large  to  be  completed  within  60  days. 
Some  contended  that  such  a  requirement 
does  not  meet  the  requirements  of 
“fair  play”  mentioned  in  the  Hynson 
decision.  It  was  apparent  that  most  of  the 
comments  assumed  that,  if  a  hearing  is 
held,  it  would  consider  only  the  data  and 
information  included  with  the  request 
for  hearing. 

The  Commissioner  concludes  that  60 
days  is  an  entirely  reasonable  period  of 
time  within  which  to  organize  and  sub¬ 
mit  sufficient  data  and  information  to 
justify  a  hearing.  It  has  been  the  stand¬ 
ard  practice  of  the  Food  and  Drug  Ad¬ 
ministration  since  1938  to  permit  only 
30  days  for  such  submissions.  The  time 
permitted  in  the  new  regulations  thus 
doubles  the  amount  of  time  that  has  pre¬ 
viously  been  allowed.  In  all  but  a  very 
few  instances,  the  30-day  time  period 
has  been  sufficient  for  such  submissions. 
The  comments  provided  no  convincing 
argument  to  justify  the  assertion  that 
the  new  type  of  formats  could  not  be 
completed  in  twice  the  amount  of  time 
that  has  previously  been  allowed. 

There  is  no  need  to  submit  all  avail¬ 
able  data  on  safety  and/or  effectiveness 
with  a  request  for  hearing.  Indeed,  a 
major  deficiency  of  requests  for  hearing 
previously  submitted  is  that  they  con¬ 
tain  vast  amounts  of  data  and  informa¬ 
tion  which  do  not  meet  the  requirements 
of  §  130.12(a)  (5)  and  $  3.86  and  thus  are 
not  relevant  to  the  issue  whether  a  hear¬ 
ing  is  justified.  Accordingly,  the  final 
regulations  have  been  revised  to  make  it 
clear  that  only  studies  meeting  the  re¬ 
quirements  of  §  130.12(a)  (5)  and,  in  the 
case  of  combination  drug  products,  §  3.86, 
may  be  submitted  to  support  a  request 
for  hearing.  Studies  not  meeting  those 
requirements  may  be  submitted  only  if  a 
waiver  has  previously  been  granted  by 
the  Food  and  Drug  Administration  pur¬ 
suant  to  §  130.12(a)  (5) . 

The  Supreme  Court  held  in  the  Hynson 
case  that  a  hearing  may  lawfully  be  de¬ 
nied  when  it  appears  conclusively  from 
the  face  of  the  data  and  information 
submitted  in  support  of  the  request  for 
hearing  that  the  person  requesting  the 
hearing  cannot  prevail.  Thus,  immediate 


summary  disposition  of  such  matters  is 
precluded  if  the  request  for  hearing  is 
supported  by  some  evidence  which,  on 
the  face  of  all  of  the  data  and  informa¬ 
tion  submitted,  meets  the  requirements 
of  §  130.12(a)(5)  and,  where  applicable, 

§  3.86,  and  shows  that  the  drug  is  effec¬ 
tive.  The  Commissioner  notes  that  the 
amount  of  evidence  sufficient  to  satisfy 
this  burden  is  entirely  different  from  the 
amount  necessary  to  establish  the  effec¬ 
tiveness  of  the  drug.  One  study  meeting 
all  of  the  requirements  of  §  130.12(a)  (5) 
and  §  3.86  may  be  sufficient  to  obtain  a 
hearing,  but  is  ordinarily  insufficient  to 
establish  the  effectiveness  of  a  drug  pro¬ 
duct.  The  rule  laid  down  by  the  Supreme 
Court  in  Hynson  states  only  that,  as 
long  as  evidence  of  the  type  required  by 
the  statute  and  regulations  is  identifiel  in 
the  request  for  hearing,  the  person  re¬ 
questing  the  hearing  has  satisfied  his 
burden  of  coming  forward  with  sufficient 
evidence  to  justify  a  hearing. 

Section  505(d)  of  the  act  requires  that 
drug  effectiveness  be  proved  by  “substan¬ 
tial  evidence”,  which  is  in  turn  defined 
as  “adequate  and  well-controlled  investi¬ 
gations,  including  clinical  investigations, 
by  experts  qualified  by  scientific  train¬ 
ing  and  experience”.  Section  130.4  pro¬ 
vides  that  ordinarily  the  reports  of  clini¬ 
cal  studies  will  not  be  regarded  as  ade¬ 
quate  unless  they  include  reports  from 
more  than  one  independent,  competent 
investigator.  The  Commissioner  is  con¬ 
sidering  whether  the  regulations  should 
be  changed  to  require,  in  all  instances, 
at  least  two  studies  by  independent  in¬ 
vestigators  meeting  the  requirements  of 
§  130.12(a)  (5)  and,  where  applicable, 

§  3.86,  before  a  drug  may  be  regarded  as 
proved  effective.  Pending  any  such  re¬ 
quirement,  the  submission  of  a  single 
study  showing  effectiveness  and  meeting 
the  requirements  of  §  130.12(a)  (5)  and, 
where  applicable,  $  3.86  will  be  sufficient 
to  preclude  immediate  summary  judg¬ 
ment. 

The  final  regulations  have  been  re¬ 
vised  to  state  that  all  studies  on  the 
drug  meeting  the  requirements  of  §  130.- 
12(a)  (5)  and,  where  applicable,  §  3.86 
known  to  the  person  requesting  the  hear¬ 
ing  shall  be  submitted.  This  will  pro¬ 
vide  the  Commissioner  with  all  of  the 
data  and  information  relevant  to  the 
question  whether  a  hearing  is  justified 
or,  indeed,  whether  summary  judgment 
should  be  granted  for  the  person  request¬ 
ing  the  hearing. 

Submission  of  one  or  more  studies 
meeting  the  requirements  of  §  130.12(a) 
(5)  and,  where  applicable.  §  3.86  pre¬ 
cludes  immediate  summary  judgment, 
but  does  not  necessarily  preclude  ulti¬ 
mate  summary  disposition  of  the  matter. 
The  Director  of  the  Bureau  of  Drugs 
may,  upon  analysis  of  the  data  and  in¬ 
formation  submitted,  conclude  that  sum¬ 
mary  disposition  is  still  feasible.  Under 
these  circumstances,  a  proposed  denial 
of  hearing,  analyzing  the  data  and  in¬ 
formation  submitted  in  detail  and  stat¬ 
ing  why  no  genuine  issue  of  fact  exists 
that  would  justify  a  hearing,  would  be 
served  upon  the  person  requesting  a 
hearing.  That  person  would  then  have 
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an  additional  60  days  within  which  to 
rebut  the  proposed  order  and  to  dem¬ 
onstrate  the  existence  of  a  disputed 
issue  of  fact. 

The  Commissioner  advises  that,  if  a 
hearing  is  held,  all  relevant  data  and  in¬ 
formation  may  be  admitted  into  evidence 
regardless  whether  they  were  included 
with  the  request  for  hearing.  Accord¬ 
ingly,  the  fact  that  only  studies  meeting 
the  requirements  of  §  130.12(a)(5)  and) 
where  applicable,  §  3.86  may  be  submit¬ 
ted  in  support  of  a  request  for  hearing 
does  not  preclude  consideration  of  addi¬ 
tional  data  and  information,  which  may 
corroborate  such  studies,  at  any  hearing 
that  is  held. 

12.  Several  comments  requested  that 
the  regulations  be  clarified  to  state  that 
a  request  for  hearing  need  address  only 
the  issue(s)  specified  in  the  notice  of 
opportunity  for  hearing,  i.e.,  that  if  the 
notice  relates  only  to  effectiveness,  the 
safety  portions  of  the  standard  format 
may  be  ignored.  It  was  sugested  that  a 
general  statement  to  this  effect  would  be 
preferable  to  the  requirement  of  a  spe¬ 
cific  waiver  in  each  instance. 

The  Commissioner  advises  that  this 
was  the  intent  of  the  proposal.  The  final 
regulations  have  been  revised  to  make 
this  intent  clear. 

13.  Some  comments  similarly  sug¬ 
gested  that  an  analysis  of  compliance 
with  §  3.86  should  be  required  only  if  the 
drug  is  a  combination  drug. 

The  Commissioner  advises  that  this 
was  the  intent  of  the  proposal.  The  final 
regulations  have  been  amended  to  make 
this  intent  clear. 

14.  Two  comments  argued  that  a  con¬ 
sensus  of  physicians  is  sufficient  to  sat¬ 
isfy  the  requirements  of  proof  of  effec¬ 
tiveness  and  is,  in  any  event,  sufficient 
to  justify  a  hearing. 

This  issue  was  fully  litigated  before  the 
Supreme  Court  in  the  Hynson  case.  TTie 
Supreme  Court  held  that  the  regulations 
in  §  130.12(a)(5): 

•  •  *  express  well-established  principles 
of  scientific  investigation.  Moreover,  their 
strict  and  demanding  standards,  barring 
anecdotal  evidence  indicating  that  doctors 
“believe”  in  the  efficacy  of  a  drug,  is  amply 
justified  by  the  legislative  history.  The  hear¬ 
ings  underlying  the  1962  Act  show  a  marked 
concern  that  impressions  or  beliefs  of  physi¬ 
cians,  no  matter  how  fervently  believed,  are 
treacherous. 

In  reviewing  the  statutory  requirement 
of  substantial  evidence  of  effectiveness, 
the  Supreme  Court  stated : 

The  “substantial  evidence”  requirement  re¬ 
flects  the  conclusion  of  Congress,  based  upon 
hearings,  that  clinical  impressions  of  practic¬ 
ing  physicians  and  poorly  controlled  experi¬ 
ments  do  not  constitute  an  adequate  basis 
for  establishing  efficacy. 

Thus,  the  clear  congressional  mandate, 
as  interpreted  by  the  Supreme  Court, 
has  decided  this  issue.  The  law  provides 
that  a  consensus  of  medical  opinion  is 
not  sufficient  to  establish  the  effective¬ 
ness  of  a  drug  or  to  justify  a  hearing. 

15.  One  comment  asked  whether  the 
definition  of  adequate  and  well-control¬ 
led  investigations  in  §  130.12(a)  (5)  con¬ 
tains  the  only  criteria  to  be  used  in  as¬ 


sessing  whether  a  study  is  adequate  and 
well-controlled. 

The  Commissioner  emphasizes  that 
the  purpose  of  §  130.14,  and  of  the  Com¬ 
missioner’s  decision  under  it,  is  to  de¬ 
termine  whether  a  hearing  is  justified. 
Section  130.14  provides  that  the  only 
objective  criteria  for  determining 
whether  a  study  of  effectiveness  is  ade¬ 
quate  and  well-controlled  are  those  es¬ 
tablished  in  §  130.12(a)  (5).  If  a  hearing 
is  granted,  the  question  whether  a  study 
or  studies  are  sufficient  to  constitute  sub¬ 
stantial  evidence  of  effectiveness  under 
the  statute  will  undoubtedly  raise  addi¬ 
tional  issues  not  covered  by  §  130.12(a) 
(5). 

16.  A  number  of  comments  argued 
that  no  unfavorable  data  or  information 
should  be  required  to  be  submitted.  The 
comments  pointed  out  such  data  or  in¬ 
formation  are  not  relevant  to  the  ques¬ 
tion  whether  a  hearing  is  justified. 

The  Commissioner  concludes  that  the 
purpose  of  the  request  for  hearing  is  to 
determine  whether  a  hearing  is  justified. 
It  is  not  necessary  for  all  unfavorable 
data  to  be  considered  in  making  that 
determination.  Accordingly,  this  provi¬ 
sion  has  been  deleted  from  the  final  reg¬ 
ulations.  On  the  other  hand,  all  adequate 
and  well-controlled  studies,  which  do  de¬ 
termine  whether  a  hearing  is  justified, 
must  be  submitted,  regardless  whether 
they  are  favorable  or  unfavorable,  as 
discussed  above  in  paragraph  11.  In  ad¬ 
dition,  unfavorable  analyses,  opinions, 
and  judgments  with  respect  to  the  spe¬ 
cific  data  and  information  submitted 
with  the  request  for  hearing  are  relevant 
to  the  issue  whether  there  is  justification 
for  a  hearing,  and  thus  are  properly  re¬ 
quired  to  be  submitted.  For  example,  the 
opinion  of  a  company  employee  or  out¬ 
side  expert  that  a  study  submitted  with  a 
request  for  a  hearing  fails  to  meet  any  of 
the  elements  of  §  130.12(a)  (5)  would 
also  be  required  to  be  submitted.  The  fi¬ 
nal  regulations  have  therefore  been  mod¬ 
ified  in  this  respect. 

The  Commissioner  advises  that,  if  a 
hearing  is  held,  it  is  essential  that  the 
participants  at  the  hearing  submit  all 
unfavorable  data  or  information  avail¬ 
able  to  them,  as  well  as  any  favorable 
data  or  information  on  which  they  rely. 
This  will  then  permit  the  Commissioner 
ultimately  to  make  the  proper  decision 
as  to  whether  the  drug  has  been  proved 
safe  and  effective.  The  Commissioner 
will  amend  the  regulations  relating  to 
hearings  to  so  provide  at  a  later  date.  In 
the  interim,  the  Commissioner  will  re¬ 
quest  that  the  presiding  officer  at  any 
hearing  held  with  respect  to  such  mat¬ 
ters  apply  this  requirement. 

17.  Some  comments  suggested  that  the 
request  for  hearing  should  not  be  re¬ 
quired  to  contain  a  copy  of  each  piece  of 
data  or  information  already  submitted 
to  the  agency  as  part  of  an  IND,  NDA,  or 
other  application  or  report.  One  com¬ 
ment  recommended  that  the  regulations 
state  whether  the  data  and  information 
submitted  with  the  request  for  a  hearing 
must  include  all  of  the  underlying  raw 
data  or  may  consist  solely  of  summaries. 


The  Commissioner  concludes  that  it  is 
essential  that  all  of  the  data  and  infor¬ 
mation  on  which  a  company  relies  to  jus¬ 
tify  a  hearing  must  be  submitted  in  full 
with  the  request  for  hearing,  in  the  for¬ 
mats  and  with  the  analyses  required  by 
the  regulations.  In  the  past,  requests  for 
hearings  have  simply  incorporated  by 
reference  all  of  the  data  in  an  NDA,  or 
have  included  incomplete  reports.  In  or¬ 
der  to  make  certain  that  there  is  no  mis¬ 
understanding  with  respect  to  the  mate¬ 
rial  on  which  the  request  for  a  hearing 
relies,  submission  of  all  such  data  and 
information  is  required . 

All  of  the  raw  data  must  be  available 
to  the  Food  and  Drug  Administration  in 
order  for  the  Commissioner  to  make  a 
determination  whether  those  data  are 
adequate  to  justify  a  hearing  “on  their 
face”,  as  required  by  the  Supreme  Court 
in  the  Hynson  decision.  The  Commis¬ 
sioner  recognizes,  however,  that  it  could 
be  a  hardship  to  require  submission  of  all 
of  the  underlying  raw  data  on  which  the 
final  report  of  a  study  is  based.  Accord¬ 
ingly,  submission  of  such  data  will  be 
required  only  if  it  has  not  previously  been 
submitted  to  the  Food  and  Drug  Admin¬ 
istration  in  any  application  or  report. 
If  it  has  previously  been  submitted,  it 
may  be  incorporated  by  reference  as  part 
of  the  report  which  is  submitted.  The 
final  regulations  have  been  revised  in  this 
respect.- 

The  Commissioner  believes  that  the  re¬ 
quirement  that  all  data  and  information 
on  which  reliance  is  placed  to  justify  a 
hearing  be  submitted  with  the  request 
for  hearing  will  work  no  hardship.  For 
example,  as  is  pointed  out  in  several  par¬ 
agraphs  in  this  preamble,  only  evidence 
meeting  the  requirements  of  the  statute 
and  regulations  for  evidence  of  effective¬ 
ness  may  be  submitted  to  justify  a  hear¬ 
ing.  No  data  or  information  failing  to 
meet  the  requirements  of  §  130.12(a)  (5) 
may  be  submitted  unless  accompanied  by 
a  waiver. 

18.  Similarly,  comments  suggested  that 
the  proposed  regulations  should  be  re¬ 
vised  to  state  that  a  decision  whether  to 
grant  or  to  deny  a  hearing  will  be  made 
on  the  basis  of  the  NDA  file  as  well  as  the 
data,  information,  and  analyses  submit¬ 
ted  with  the  request  for  hearing. 

For  the  reasons  already  stated  above, 
the  Commissioner  concludes  that  this 
would  be  inefficient  and  inappropriate. 
The  sole  issue  is  whether  the  person  re¬ 
questing  the  hearing  can  satisfy  his  bur¬ 
den  of  coming  forward  with  sufficient 
evidence  of  the  type  required  by  the 
statute  and  regulations  to  justify  a  hear¬ 
ing.  As  already  noted,  vague  and  confus¬ 
ing  requests  for  hearings  in  the  past  have 
necessitated  definitive  new  regulations 
detailing  the  requirements  for  a  request 
for  hearing,  including  both  that  the  data 
on  which  reliance  is  placed  be  specified 
and  submitted  and  that  analyses  of  how 
the  data  comply  with  the  requirements 
of  the  statute  and  the  regulations  be  in¬ 
cluded.  These  requirements  are  not  met 
simply  by  reference  to  material  in  an 
NDA,  and  thus  the  Commissioner  will 
not  refer  to  any  data  in  an  NDA  (except 
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with  respect  to  raw  data  underlying  a 
submitted  report)  when  determining 
whether  a  hearing  is  justified. 

19.  The  same  comments  also  requested 
that,  if  the  NDA  contains  an  analysis  of 
the  way  in  which  the  data  contained  in 
the  NDA  meet  the  requirements  of  the 
statute  and  regulations,  that  analysis 
should  be  accepted  as  sufficient  for  pur¬ 
poses  of  the  request  for  hearing. 

Again,  the  Commissioner  concludes 
that  the  request  for  hearing  must  be  a 
self-contained  document  with  each  of  the 
elements  required  by  the  new  regula¬ 
tions.  Several  hundred  requests  for  hear¬ 
ings  may  be  submitted  in  the  process  of 
implementing  the  Drug  Amendments  of 
1962,  and  it  is  therefore  important  that 
each  meets  the  same  requirements  in 
order  to  allow  the  Commissioner  to  im¬ 
plement  the  law  effectively  and  ef¬ 
ficiently.  If  an  NDA  in  fact  contains  an 
analysis  that  fully  meets  the  require¬ 
ments  of  the  new  regulations,  the  person 
requesting  the  hearing  may,  of  course, 
copy  that  analysis  and  submit  it  as  part 
of  the  request  for  hearing.  The  Commis¬ 
sioner  concludes  that,  in  the  interest  of 
administrative  efficiency,  this  require¬ 
ment  is  not  unduly  burdensome. 

20.  A  number  of  comments  objected 
to  the  provisions  stating  that  a  request 
for  hearing  may  not  be  supplemented 
with  additional  material  after  the  60 
days  permitted  for  submission  of  data 
and  information,  unless  that  additional 
material  is  “not  in  existence”  at  the  time 
of  the  submission.  There  appeared  to  be 
general  recognition  that  some  cut-off 
date  is  justified,  but  the  comments  sug¬ 
gested  that  the  phrase  “not  in  existence” 
be  revised  to  read  “not  completed”  or 
“not  known.” 

The  Commissioner  concludes  that  this 
provision  of  the  regulations  should  re¬ 
main  as  proposed.  A  study  which  is  not 
completed  is,  of  course,  not  in  existence 
as  of  that  time.  The  Commissioner  fully 
intends  to  receive  studies  that  are  in 
progress,  but  not  yet  completed,  when  the 
notice  of  opportunity  for  hearing  is  pub¬ 
lished.  The  regulations  have  been  revised 
simply  to  require  that  the  request  for 
hearing  state  all  such  studies  which  are 
then  in  progress,  and  which  will  later  be 
submitted.  This  will  permit  the  Commis¬ 
sioner  to  determine  whether,  in  his  dis¬ 
cretion,  it  would  be  advisable  to  delay 
ruling  on  a  request  for  hearing  until  the 
results  of  studies  in  progress  are  avail¬ 
able. 

The  Commissioner  rejects  the  sugges¬ 
tion  that  material  “not  known”  to  exist 
at  the  time  of  the  request  for  hearing 
should  later  be  permitted  to  be  assembled 
and  submitted.  This  would,  in  effect,  re¬ 
sult  in  no  cut-off  period  whatever.  On 
numerous  occasions  in  the  past,  persons 
requesting  a  hearing  have  subsequently 
supplemented  that  request  with  multiple 
submissions  of  data  and  information 
culled  from  the  literature  and  other 
sources,  all  of  which  were  available  at 
time  of  the  original  request  for  hearing. 
This  has  resulted  in  lengthy  delays  while 
the  newly  submitted  information  has 
been  assessed.  In  the  interest  of  adminis¬ 
trative  efficiency,  it  is  essential  that  this 


type  of  continuous  submission  be  pre¬ 
cluded.  Accordingly,  the  new  regulations 
require  that  any  submission  of  existing 
information  be  made  within  the  60-day 
time  period  permitted  in  the  regulations. 

This  should  again  impose  no  hardship 
upon  persons  requesting  a  hearing.  All  of 
the  NAS-NRC  evaluations  for  effective¬ 
ness  have  now  been  made  public  and  are 
readily  available  to  any  person  who  re¬ 
quests  them.  Thus,  any  interested  person 
may  easily  determine  the  present  status 
of  a  drug  subject  to  the  effectiveness  re¬ 
view,  and  may  begin  immediately  to  un¬ 
dertake  whatever  search  for  data  or  in¬ 
formation  may  be  appropriate.  Particu¬ 
larly  in  view  of  the  fact  that  only  evi¬ 
dence  meeting  the  requirements  of  the 
statute  and  regulations  may  be  submitted 
with  a  request  for  a  hearing,  this  is  not 
an  imposing  burden. 

21.  A  few  comments  requested  that 
the  requirements  of  the  new  regulations 
relating  to  formats  and  analysis  not  be 
applied  retroactively  to  all  persons  who 
have  previously  requested  a  hearing  in 
response  to  a  notice  of  opportunity  for 
hearing  implementing  the  Drug  Amend¬ 
ments  of  1962. 

The  Commissioner  agrees  that  the  new 
regulations  do  not  automatically  apply 
retroactively  to  all  persons  who  have 
previously  requested  a  hearing.  The 
Pood  and  Drug  Administration  will  re¬ 
view  prior  requests  for  a  hearing  to 
detenqine  whether  it  is  in  the  interest  of 
justice  and  the  public  health  to  decide 
the  pending  matter  on  the  basis  of  the 
submission  already  made  or  to  request  a 
new  submission  in  the  formats  and  with 
the  analyses  required  by  the  new 
regulations.  Where  it  is  determined  that 
a  new  submission  should  be  made  pur¬ 
suant  to  the  revised  regulations,  an 
appropriate  notice  will  be  published  in 
the  Federal  Register.  In  such  cases, 
there  will  be  no  hardship  since  it  should 
be  a  relatively  easy  matter  for  the  per¬ 
sons  involved  to  review  the  data  pre¬ 
viously  submitted  and  to  specify  evidence 
which  meets  the  requirements  of  the 
statute  and  regulations,  if  any  such  evi¬ 
dence  exists. 

22.  Several  comments  pointed  out  that 
the  Supreme  Court  stated  in  the  Hynson 
decision  that  summary  judgment  could 
properly  be  imposed  only  if  there  was 
noncompliance  with  the  “precise” 
elements  of  §  130.12(a)  (5) ,  and  that 
those  aspects  of  the  regulation  requiring 
judgment  could  not  properly  support  the 
denial  of  a  hearing. 

The  Commissioner  agrees  with  this 
comment  and  has  no  intention  of  deny¬ 
ing  a  hearing  solely  because  of  failure 
to  comply  with  the  judgmental  elements 
of  $  130.12(a)  (5).  Indeed,  in  no  instance 
to  date  has  a  hearing  been  denied  on 
such  a  basis.  The  regulations  have  been 
modified  to  make  this  clear. 

At  the  same  time  the  .Commissioner 
notes  that  a  total  failure  of  a  study  even 
to  attempt  to  comply  with  one  of  the 
"judgmental”  elements  of  §  130.12(a)  (5) 
may  be  sufficient  to  deny  a  hearing.  For 
example,  the  Commissioner  will  not  deny 
a  hearing  because  of  his  judgment  that 
the  study  does  not  provide  “adequate 


assurance”  that  the  subjects  are  suitable 
for  the  purpose  of  the  study,  but  may 
well  exercise  summary  judgment  if  the 
plan  or  protocol  for  the  study  fails  to 
include  a  method  of  selection  of  the 
subjects  that  would  provide  any  assur¬ 
ance  whatever  that  they  are  suitable  for 
the  study.  Any  such  decision  will  depend 
entirely  upon  whether  it  is  conclusively 
apparent,  on  the  face  of  the  data  or  in¬ 
formation  submitted,  that  the  require¬ 
ments  of  the  statute  and  regulations 
have  not  been  met. 

23.  A  comment  requested  that  the 
regulations  specifically  identify  those 
“precise”  criteria  in  §  130.12(a)  (5)  on 
which  denial  of  a  hearing  may  properly 
be  based  in  accordance  with  the  Hynson 
decision. 

The  Commissioner  concludes  that  it 
is  not  practical  to  be  this  specific  in  the 
regulations.  The  language  in  the  Hynson 
decision,  together  with  the  discussion  in 
this  preamble,  provides  ample  guidance 
on  this  matter.  Any  person  designing  a 
controlled  clinical  investigation  to  prove 
effectiveness  has  not  only  the  provisions 
of  §§  3.86  and  130.12(a)(5)  to  give  him 
specific  advice,  but  also  has  the  oppor¬ 
tunity  to  request  a  conference  with  Food 
and  Drug  Administration  officials  to  dis¬ 
cuss  proposed  protocols,  and  may  submit 
proposed  protocols  for  a  written  opinion. 
The  Food  and  Drug  Administration  is 
now  putting  in  final  form  some  27  clinical 
testing  guidelines  that  will  provide  ad¬ 
ditional  guidance  to  the  pharmaceutical 
industry  and  clinical  investigators  with 
respect  to  testing  the  various  categories 
of  pharmaceutical  agents,  and  the  cur¬ 
rent  drafts  of  those  guidelines  are  avail¬ 
able  upon  request.  Thus,  no  one  can 
properly  claim  surprise  with  respect  to 
the  requirements  of  an  adequate  and 
well-controlled  clinical  study. 

24.  A  number  of  comments  pointed  out 
that  §  130.40  (21  CFR  130.40)  and  the 
notices  of  opportunity  for  hearing  pro¬ 
vide  that  a  manufacturer  of  a  drug  may 
request  from  the  Food  and  Drug  Admin¬ 
istration  a  ruling  as  to  whether  a  specific 
product  is  affected  by  a  specific  notice, 
and  stated  that  this  would  not  be  pos¬ 
sible  within  the  30-day  time  period  per¬ 
mitted  for  filing  a  request  for  a  hearing 
under  the  proposed  regulations. 

The  Commissioner  agrees  with  this 
comment.  Accordingly,  the  final  regula¬ 
tions  have  been  changed  to  state  that, 
where  an  opinion  of  this  kind  is  requested 
within  the  30  days  permitted  for  request¬ 
ing  a  hearing,  the  time  for  filing  the  re¬ 
quest  for  hearing  and  the  supporting 
data  shall  commence  as  of  the  date  of 
the  response  provided  by  the  Food  and 
Drug  Administration  to  that  request  for 
an  opinion,  if  the  opinion  is  that  the  drug 
is  covered  by  the  notice. 

25.  Several  comments  stated  that  any 
hearing  granted  by  the  Commissioner 
should  include,  if  the  issue  is  raised,  the 
question  whether  a  particular  drug  is  in 
fact  similar  or  related  and  thus  covered 
by  the  NDA  withdrawal  pursuant  to 
§  130.40.  A  comment  stated  that  provi¬ 
sion  should  be  made  in  the  request  for 
hearing  for  a  contention  that  a  drug  is 
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not  similar  or  related  and  thus  is  not 
covered  by  the  NDA  withdrawal. 

The  Commissioner  notes  that,  as  stated 
in  paragraph  24  of  this  preamble,  the 
manufacturer  of  a  drug  who  is  not  cer¬ 
tain  whether  an  NDA  withdrawal  covers 
his  product  may  request  an  opinion  from 
the  Commissioner  on  the  matter.  The 
time  for  requesting  a  hearing  for  such 
person  is  stayed  pending  receipt  of  that 
requested  opinion. 

If  the  Commissioner’s  opinion  states 
that  the  drug  is  so  covered,  and  the  man¬ 
ufacturer  subsequently  requests  and  is 
granted  a  hearing  on  the  NDA  with¬ 
drawal,  the  Commissioner  agrees  that 
the  issue  whether  the  drug  is  in  fact  simi¬ 
lar  or  related  is  properly  encompassed 
within  the  hearing.  The  final  regulations 
have  been  modified  to  so  state. 

If  the  Commissioner’s  opinion  is  that 
the  drug  is  covered  by  the  NDA  with¬ 
drawal,  but  the  manufacturer  concludes 
not  to  file  a  request  for  hearing,  or  his  re¬ 
quest  for  hearing  is  denied,  the  question 
whether  the  drug  is  in  fact  similar  or 
related  to  the  drug  for  which  the  NDA 
has  been  withdrawn  is  properly  an  issue 
for  resolution  in  a  United  States  District 
Court  upon  appeal  from  the  Commis¬ 
sioner’s  opinion,  which  constitutes  final 
agency  action  under  the  judicial  review 
provisions  of  the  Administrative  Proce¬ 
dure  Act  <5U.S.C.  701  etseq.). 

The  Supreme  Court  stated  in  the 
Hynson  case  that  the  decision  of  the  Pood 
and  Drug  Administration  that  a  “me- 
too”  drug  is  a  new  drug  which  is  covered 
by  an  NDA  that  is  being  withdrawn,  be¬ 
cause  it  is  similar,  related,  or  identical  to 
the  drug  for  which  the  NDA  is  being 
withdrawn,  is  reviewable  in  a  United 
States  District  Court  and  is  not  review- 
able  in  a  United  States  Court  of  Appeals. 
Subsequent  to  the  publication  of  the  pro¬ 
posed  regulations  in  the  Federal  Reg¬ 
ister,  the  United  States  Court  of  Appeals 
for  the  Eighth  Circuit  handed  down  its 
decision  in  North  American  Pharmacal, 
Inc.  v.  Department  of  HEW,  supra.  The 
Eighth  Circuit  recognized  that  an  order 
declaring  “me-too”  status  is  reviewable 
in  a  United  States  District  Court,  but 
concluded  that  when  a  “me-too”  manu¬ 
facturer  seeks  review  of  an  NDA  with¬ 
drawal  order  such  review  is  properly 
heard  in  a  United  States  Court  of  Appeals 
under  section  505(h)  of  the  act  (21 
U.S.C.  355(h)).  The  Commissioner  does 
not  contest  this  procedure  and  accord¬ 
ingly  has  incorporated  it  in  the  final  reg¬ 
ulations.  The  Supreme  Court  has  held  in 
the  CIBA  case  that  if  such  review  is  not 
sought,  the  issues  may  not  later  be  liti¬ 
gated  in  a  United  States  District  Court. 

Similarly,  the  Commissioner  has  con¬ 
cluded  that  the  final  regulations  should 
state  the  record  that  will  be  certified  to  a 
United  States  Court  of  Appeals  upon  re¬ 
view  of  an  NDA  withdrawal  order  when 
a  hearing  is  denied.  Since  the  adminis¬ 
trative  record  upon  which  the  Commis¬ 
sioner  will  enter  any  such  decision  will 
consist  solely  of  the  notice  of  opportunity 
for  hearing,  the  request  for  hearing,  any 
proposed  denial  of  hearing  furnished  to 
a  person  requesting  a  hearing  and  that 


person’s  response  (where  this  procedure 
is  used) ,  and  the  Commissioner’s  final 
order  denying  the  hearing,  the  final  reg¬ 
ulations  provide  that  these  documents 
will  constitute  the  record  certified  for 
appeal. 

26.  Several  comments  noted  that  the 
present  definition  of  “identical,  related, 
or  similar  drugs”  contained  in  §  130.40 
could  be  made  more  specific  or  other¬ 
wise  improved.  Questions  were  raised 
whether  identical,  related,  or  similar 
drug  products  were  subject  to  regulatory 
action  before  action  is  taken  on  the  drug 
product  for  which  there  is  an  NDA,  and 
whether  a  conclusion  that  such  drug 
product  is  effective  eliminates  the  need 
for  NDA’s  for  all  identical,  related,  and 
similar  drug  products. 

The  Commissioner  notes  that  §  130.40 
was  cited  with  approval  by  the  Supreme 
Court  in  the  Hynson  decision  and  was 
upheld  in  the  North  American  Pharma¬ 
cal  case.  Possible  amendment  of  that  reg¬ 
ulation  to  'achieve  greater  clarity  de¬ 
serves  separate  proposal,  and  should  not 
be  undertaken  without  time  for  comment. 
Any  person  interested  in  revision  *  of 
5  130.40  may  submit  an  appropriate  peti¬ 
tion  specifying  revised  language  that 
would  better  describe  the  drug  products 
covered  by  a  notice  of  opportunity  for 
hearing.  The  same  result  can  be  obtain¬ 
ed  by  interested  drug  manufacturers 
submitting  requests  for  opinions  on  the 
applicability  of  specific  notices  to  par¬ 
ticular  drug  products. 

The  Commissioner  advises  that  any 
drug  product  presently  marketed  with¬ 
out  an  approved  NDA  is  subject  to  regu¬ 
latory  action  at  any  time.  As  a  matter 
of  administrative  discretion,  the  Com¬ 
missioner  may  defer  such  action  until  a 
decision  is  made  on  the  NDA’s  for  identi¬ 
cal,  related,  and  similar  drug  products, 
in  order  to  minimize  competitive 
inequity. 

A  conclusion  that  a  drug  product  for 
which  there  is  an  NDA,  is  safe  and  effec¬ 
tive.  may  or  may  not  eliminate  the  need 
for  NDA’s  for  all  identical,  related,  and 
similar  drug  products.  An  approved  NDA 
is  required  for  any  marketed  drug  prod¬ 
uct  except  for  those  “old  drugs”  which 
are  generally  recognized  as  safe  and  ef¬ 
fective.  The  Commissioner  will  be  pro¬ 
posing  a  procedure  for  determining  the 
old  drug  status  of  drug  products  at  a 
later  date. 

27.  One  comment  pointed  out  that  the 
Supreme  Court  stated  in  the  Hynson  de¬ 
cision  that  “In  some  cases  general  recog¬ 
nition  that  a  drug  is  efficacious  might  be 
made  without  the  kind  of  scientific  sup¬ 
port  necessary  to  obtain  approval  of  an 
NDA.”  Modification  of  the  proposed  reg¬ 
ulations  was  requested  to  reflect  this  fact. 

The  Commissioner  agrees  that  such 
modification  is  appropriate.  The  Com¬ 
missioner  had  intended  that  the  proposal 
incorporate  the  waiver  provisions  con¬ 
tained  in  the  proviso  at  the  end  of 
§  130.12(a)  (5)  (ii)  (a) .  An  explicit  refer¬ 
ence  to  this  waiver  provision  is  therefore 
included  in  the  final  regulations. 

The  Commissioner  advises  that  the 
waiver  provision  contained  in  §  130.12 


(a)  (5)  (ii)  (a)  requires  submission  of  a 
separate  petition  to  the  Director  of  the 
Bureau  of  Drugs,  on  which  separate  ac¬ 
tion  is  to  be  taken  wholly  apart  from  any 
response  to  or  analysis  of  an  opportunity 
for  hearing.  Requests  for  waiver  may  not 
be  included  with  a  request  for  hearing. 
Thus,  it  is  the  responsibility  of  a  drug 
manufacturer  or  distributor  to  request 
and  obtain  a  waiver  from  any  of  the  re¬ 
quirements  of  §  130.12(a)  (5)  with  re¬ 
spect  to  any  study  of  which  he  relies  to 
demonstrate  either  effectiveness  or  gen¬ 
eral  recognition  of  effectiveness  of  a 
drug,  before  the  effectiveness  of  a  drug  is 
put  in  issue  by  a  notice  of  opportunity  for 
hearing.  Since  the  NAS-NRC  evaluations 
of  all  of  the  drugs  subject  to  the  drug 
efficacy  review  project  have  been  avail¬ 
able  for  well  over  a  year,  and  in  some 
instances  much  longer,  drug  manufac¬ 
turers  and  distributors  have  had  ample 
opportunity  to  assess  the  status  of  their 
products,  review  the  supporting  data,  and 
request  waivers  where  appropriate.  The 
regulations  have  been  modified  to  make 
it  clear  that  the  request  for  hearing 
shall  include  any  waiver  previously  so 
obtained. 

28.  One  comment  contended  that  the 
Supreme  Court  decision  in  the  Hynson 
case  is  applicable  only  to  the  test  for 
general  recognition  of  effectiveness,  and 
not  to  the  test  for  general  recognition  of 
safety. 

The  Commissioner  concludes  that  this 
contention  is  without  merit.  Ttie  ration¬ 
ale  underlying  the  Hynson  decision  is 
that  the  standard  for  “general  recogni¬ 
tion”  is  at  least  as  stringent  as  that  for 
approval  of  a  new  drug.  The  Supreme 
Court  pointed  out  in  the  Hynson  decision 
that,  “The  thrust  of  section  201  (p)  is 
both  qualitative  and  quantitative,”  and 
explicitly  rejected  the  contention  that 
general  recognition  can  be  based  merely 
upon  expert  testimony  and  other  evi¬ 
dence  which  would  be  insufficient  to  sup¬ 
port  initial  approval  of  the  drug  itself. 
The  Supreme  Court  stated  in  the  Bentex 
decision  that  “the  reach  of  scientific  in¬ 
quiry  under  both  section  505(d)  and  un¬ 
der  section  201  (p)  is  precisely  the  same.” 
The  Commissioner  concludes  that  the 
Supreme  Court  decisions  mean  that,  to  be 
generally  recognized  as  safe,  a  drug  must 
have  the  same  quantity  and  quality  of 
scientific  and  medical  evidence  that  is 
required  for  initial  approval  of  a  new 
drug  for  safety,  and  must,  in  addition,  be 
“used  to  a  material  extent  or  for  a  mate¬ 
rial  time”  under  the  conditions  involved. 
The  Commissioner  will  so  apply  the  law 
in  the  future. 

As  with  effectiveness,  the  Commis¬ 
sioner  recognizes  that  general  recogni¬ 
tion  of  safety  may  in  some  cases  be  made 
without  the  precise  kind  of  scientific  sup¬ 
port  necessary  to  obtain  approval  of  an 
NDA.  Accordingly,  the  regulations  have 
been  revised  to  incorporate  the  same 
waiver  provisions  for  general  recogni¬ 
tion  of  safety  as  have  been  incorporated 
for  general  recognition  of  effectiveness. 
Such  waiver  must,  of  course,  be  peti¬ 
tioned  separately  from  a  request  for 
hearing,  and  it  is  the  responsibility  of 
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any  drug  manufacturer  who  needs  such 
a  waiver  to  support  the  marketing  of  his 
drug  to  request  and  obtain  it  so  that  it 
will  be  available  if  needed  to  respond  to 
any  request  for  hearing. 

29.  A  comment  stated  that  there  is  no 
indication  in  the  Supreme  Court  cases 
that  evidence  of  general  recognition  must 
ordinarily  be  based  upon  published 
studies. 

The  Commissioner  points  out  that 
this  issue  was  fully  litigated  in  the 
recent  Supreme  Court  cases.  The  gov¬ 
ernment  argued  that  publication  is 
essential  to  general  recognition,  cit¬ 
ing  lower  court  decisions,  and  the 
pharmaceutical  industry  argued  that 
general  recognition  may  exist  wholly 
apart  from  publication.  The  Supreme 
Court  explicitly  stated  in  the  Bentex 
decision,  “Whether  a  particular  drug 
is  a  ‘new  drug,’  depends  in  part  on 
the  expert  knowledge  and  experience  of 
scientists  based  on  controlled  clinical  ex¬ 
perimentation  and  backed  by  substan¬ 
tial  support  in  scientific  literature.” 
Thus,  the  requirement  of  publication 
prior  to  general  recognition  was  accepted 
by  the  Supreme  Court.  Accordingly,  no 
change  in  the  proposed  regulations  is 
warranted  in  this  respect. 

30.  A  comment  contended  that  the 
issue  of  pre-1938  “grandfather”  protec¬ 
tion  does  not  require  administrative  ex¬ 
pertise  for  resolution,  and  thus  that  the 
Bentex  decision  recognizing  primary  ju¬ 
risdiction  in  FDA  with  respect  to  decid¬ 
ing  the  new  drug/old  drug  status  of  a 
drug  is  inapplicable  to  this  issue. 

The  Commissioner  rejects  this  con¬ 
tention  as  unfounded.  The  Supreme 
Court  explicitly  stated  in  the  Hynson 
decision,  “We  do  not  accept  the  invita¬ 
tion  to  hold  that  FDA  has  no  jurisdiction 
to  determine  whether  a  particular  drug 
is  a  ‘new  drug,’  ”  and  instead  held  that 
the  Food  and  Drug  Administration’s  “ju¬ 
risdiction  to  determine  whether  it  has 
jurisdiction  is  as  essential  to  its  effective 
operation  as  is  a  court’s  like  power.” 
The  Supreme  Court  concluded  in  Hyn¬ 
son,  “the  heart  of  the  new  procedures 
designed  by  Congress  is  the  grant  of 
primary  jurisdiction  to  FDA,  the  expert 
agency  it  created.”  The  Supreme  Court 
nowhere  indicated  that  the  “primary  ju¬ 
risdiction”  of  the  Food  and  Drug  Admin¬ 
istration  would  extend  only  to  some  new 
drug  issues,  but  not  to  all  such  issues. 
Indeed,  the  Supreme  Court  stated  in  the 
Bentex  decision,  “We  conclude  that  the 
District  Court’s  referral  of  the  ‘new  drug’ 
and  the  ‘grandfather’  issues  to  FDA  was 
appropriate,  as  these  are  the  kinds  of 
issues  peculiarly  suited  to  initial  deter¬ 
mination  by  the  FDA.” 

The  rationale  for  the  Supreme  Court’s 
decision  is  as  applicable  to  issues  arising 
under  the  1938  “grandfather”  clause  as 
it  is  to  issues  arising  under  the  1962 
“grandfather”  clause,  or  the  issue  of 
“general  recognition.”  The  1938  “grand¬ 
father"  clause  requires  consideration  of 
labeling  representations  and  conditions 
of  use  for  drugs  prior  and  subsequent 
to  1938.  These  matters  involve  the  same 
technical  and  scientific  judgments  by  ex¬ 
perts  that  led  the  Supreme  Court  to  state 


in  the  CIBA  case  that  the  Food  and 
Drug  Administration  is  “appropriately 
the  arm  of  government  to  make  the 
threshold  determination  of  the  issue  of 
coverage.” 

Accordingly,  the  final  regulations  pro¬ 
vide,  as  did  the  proposal,  that  a  notice 
of  opportunity  for  hearing  encompasses 
all  1938  “grandfather”  clause  issues  as 
well  as  all  other  issues  relating  to  the 
status  of  similar,  related,  or  identical 
drugs. 

31.  One  comment  suggested  that  the 
regulations  should  be  clarified  explicitly 
to  state  that  a  “me-too”  drug  manufac¬ 
turer  of  a  similar,  related,  or  identical 
drug  is  entitled  to  request  and,  if  the 
request  is  adequate,  obtain  a  hearing, 
when  it  is  proposed  that  the  NDA  cover¬ 
ing  that  drug  be  withdrawn. 

The  Commissioner  advises  that  the 
proposal  and  final  regulations  explicitly 
so  provide. 

32.  A  comment  contended  that  the  in¬ 
formation  required  by  the  format  relat¬ 
ing  to  the  “grandfather”  status  of  a  prod¬ 
uct  exceeds  the  requirements  established 
in  the  act  for  exempting  a  drug  from  the 
new  drug  provisions. 

The  Commissioner  notes  that  the  com¬ 
ment  did  not  specify  the  way  in  which 
the  information  required  by  the  proposed 
format  purportedly  exceeds  statutory  re¬ 
quirements  for  “grandfather”  status.  In 
any  event,  the  Commissioner  has  thor¬ 
oughly  reviewed  the  information  to  be 
required  by  the  format  and  concludes 
that  all  of  it  is  relevant  to  the  “grand¬ 
father”  status  of  a  drug.  Accordingly,  no 
change  in  the  proposed  format  is  jus¬ 
tified. 

33.  A  comment  suggested  that  the  new 
drug  and  old  drug  issues  should  be  sepa¬ 
rated,  and  that  separate  hearings  should 
be  held  on  them.  The  comment  argued 
that  60  days  provided  an  inadequate  time 
to  document  the  old  drug  status  of  a 
drug. 

The  Commissioner  concludes  that  the 
regulations  should  not  be  changed  in  this 
respect.  Where  the  issue  is  safety  or  ef¬ 
fectiveness,  the  factual  evidence  neces¬ 
sary  to  obtain  a  hearing  is  the  same  for 
a  new  drug  as  for  an  old  drug.  In  both 
instances,  data  or  information  meeting 
the  requirements  of  the  statute  and 
regulations  must  be  submitted.  Under 
these  circumstances,  no  greater  amount 
of  time  is  necessary  to  obtain  and  submit 
information  to  support  the  contention 
that  a  drug  is  an  old  drug  than  is  neces¬ 
sary  to  obtain  information  supporting 
the  contention  that  a  hearing  is  justified 
for  a  new  drug. 

Where  the  issue  involves  “grand¬ 
father”  status,  there  is  no  reason  why  the 
data  necessary  to  support  the  status  of 
the  drug  under  one  or  both  of  the 
“grandfather”  clauses  in  the  statute 
should  not  have  been  obtained  and  com¬ 
piled  long  before  any  request  for  hearing 
is  published.  A  drug  manufacturer  is,  of 
course,  responsible  for  the  legal  status  of 
each  of  his  products.  Every  drug  manu¬ 
facturer  should  know  that,  to  be  lawfully 
marketed,  a  drug  must  be  the  subject  of 
an  approved  NDA.  or  an  old  drug,  or 
exempt  from  an  NDA  by  reason  of  the 


“grandfather”  provisions  of  the  statute. 
There  is  no  reason  why  a  manufacturer 
should  wait  for  a  notice  of  opportunity 
for  hearing  to  document  the  “grand¬ 
father”  status  of  his  product,  if  he  relies 
upon  the  “grandfather”  provisions  as  the 
legal  basis  upon  which  the  product  is 
marketed. 

Accordingly,  the  Commissioner  has 
modified  the  regulations  to  state  this 
policy,  so  that  no  one  may  claim  surprise 
if  it  should  be  necessary  to  document  the 
“grandfather”  status  of  the  product  pur¬ 
suant  to  a  notice  of  opportunity  for 
hearing. 

34.  One  comment  questioned  whether 
the  statement  in  proposed  §  130.14(e), 
that  a  notice  of  opportunity  for  hearing 
encompasses  all  issues  relating  to  the 
legal  status  of  the  product (s)  subject  to 
it,  is  intended  to  include  such  issues  as 
adulteration  and  misbranding. 

The  Commissioner  advises  that  all  such 
issues  relevant  to  the  notice  are  intended 
to  be  encompassed  within  such  a  notice. 
For  example,  issues  of  misbranding  may 
well  arise  if  the  product  is  not  effective 
or  is  unsafe  when  taken  as  directed. 

35.  Several  comments  contended  that 
proposed  §  130.14(e)  (3)  exceeds  the  stat¬ 
ute  in  that  it  states  that  no  drug  con¬ 
taining  an  active  ingredient  for  which  an 
NDA  has  at  any  time  been  effective  or 
deemed  approved  or  approved  may  be  ex¬ 
empt  under  the  “grandfather”  provisions 
of  the  act.  It  was  contended  that  a  drug 
product  may  be  “grandfathered”  even  if 
it  contains  such  an  active  ingredient,  as 
long  as  the  NDA  covering  the  drug  con¬ 
taining  that  ingredient  was  filed  subse¬ 
quent  to  the  marketing  of  the  other 
product. 

The  Commissioner  concludes  that  this 
issue  was  squarely  decided  by  the  Su¬ 
preme  Court  in  the  Hynson  and  USV 
cases,  contrary  to  the  position  taken  in 
the  comments.  Accordingly,  no  change  in 
the  proposed  regulations  is  warranted. 

The  Supreme  Court  stated  in  the  USV 
case  that  the  transitional  provisions  in 
section  107(c)  of  the  Drug  Amendments 
of  1962  (76  Stat.  788)  were  “designed  in 
general  to  make  the  new  1962  require¬ 
ments  applicable  to  drugs  then  on  the 
market  after  a  2-year  grace  period.”  The 
Supreme  Court  quoted  with  approval 
the  statement  of  Senator  Eastland  that, 
“established  drugs  which  have  never  been 
required  to  go  through  new  drug  pro¬ 
cedures  will  not  be  affected  by  the  new 
effectiveness  test  insofar  as  their  exist¬ 
ing  clauses  are  concerned.”  The  Supreme 
Court  held,  on  this  basis,  that  all  “me- 
too”  drugs  which  are  similar,  related,  or 
identical  to  a  drug  subject  to  an  NDA  are 
covered  by  that  NDA,  thus  avoiding  “a 
hiatus  in  the  regulatory  scheme  for 
which  there  seems  to  be  no  cogent 
reason.” 

In  its  briefs,  the  government  argued 
that  only  those  few  drugs  that,  as  a 
generic  class,  were  never  subject  to  new 
drug  regulations  could  fall  within  the 
“grandfather”  exemption.  Pharmaceu¬ 
tical  industry  briefs  contended  that  the 
construction  of  the  1962  amendments 
urged  by  the  government  “would  make 
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the  exemption  meaningless,”  and  the  Su¬ 
preme  Court  quoted  that  industry  posi¬ 
tion  in  the  USV  decision.  Any  other  in¬ 
terpretation  would  violate  the  rationale 
of  the  Supreme  Court  in  holding  in  the 
USV  case  that  general  recognition  of 
safety  for  a  drug  subject  to  an  NDA  prior 
to  1962  does  not  exempt  that  drug  from 
the  requirements  of  the  1962  amend¬ 
ments.  The  Supreme  Court  found  that 
it  was  the  congressional  purpose  to  apply 
the  new  requirements  of  the  Drug 
Amendments  of  1962  to  all  drug  products 
on  a  consistent  and  comprehensive  basis 
with  very  few  exceptions.  It  is  a  well- 
recognized  principle  of  law  that  exemp¬ 
tions  are  to  be  construed  narrowly,  with 
the  burden  on  the  person  who  asserts 
such  status.  The  courts  have  consistently 
applied  this  doctrine  to  the  ‘  grand¬ 
father”  exemptions  for  the  new  drug 
provisions  of  the  act,  and  the  Commis¬ 
sioner  will  so  construe  and  apply  them. 
See,  e.g.,  Durovic  v.  Richardson,  479  P. 
2d  242  (7th  Cir.  1973);  United  States  v. 
An  article  of  drug  *  *  *  Bentex  Ulcer- 
ine,  469  F.2d  875  (5th  Cir.  1973) ;  United 
States  v.  1,048,000  Capsules,  347  F.  Supp. 
768  <S.D.  Tex.  1972);  United  States  v. 
Allan  Drug  Corp.,  357  F.2d  713  (10th  Cir. 
1966). 

36.  A  few  comments  contended  that 
the  Commissioner  should  not  define  the 
issues  for  a  hearing,  but  that  this  should 
be  left  to  the  parties  and  to  the  adminis¬ 
trative  law  judge. 

The  Commissioner  concludes  that  it  is 
extremely  important  that  a  notice  of 
hearing  define  the  issues  to  be  resolved. 
The  Commissioner  is  ultimately  respon¬ 
sible  for  deciding  whether  a  new  drug  has 
been  proved  safe  and  effective,  and  thus 
may  be  marketed.  Unless  the  Commis¬ 
sioner  defines  the  issues,  the  hearing  may 
concern  itself  with  extraneous  matters, 
or  may  not  directly  address  the  issues 
which  the  Commissioner  concludes  are 
important  to  his  decision. 

The  Commissioner  recognizes  that  the 
administrative  law  judge  must  have  dis¬ 
cretion  to  further  refine  the  issues.  This 
should  be  done,  however,  after  the  Com¬ 
missioner  has  himself  set  out  in  the  no¬ 
tice  of  hearing  the  issues  that  he  regards 
important  to  the  ultimate  resolution  of 
the  matter. 

37.  A  number  of  comments  took  issue 
with  the  narrow  statement  of  the  confi¬ 
dential  matters  exempt  from  public  dis¬ 
closure  at  a  hearing,  and  suggested  that, 
in  any  event,  this  matter  should  await 
promulgation  of  the  final  public  infor¬ 
mation  regulations  proposed  in  the  Fed¬ 
eral  Register  of  May  5,  1972  (37  FR 
9128). 

The  Commissioner  concludes  that  the 
only  information  which  should  not  be 
disclosed  in  a  public  hearing  is  informa¬ 
tion  that  is  prohibited  from  public  dis¬ 
closure  pursuant  to  section  301(j)  of  the 
act  (21  U.S.C.  331  (j)>  and  18  U.S.C. 
1905.  The  final  regulations  have  been 
modified  to  so  provide.  It  is  important 
that,  at  a  public  hearing,  as  much  in¬ 
formation  be  made  available  as  is  rea¬ 
sonably  possible  so  that  the  parties,  the 
participants,  and  the  public  have  a  full 
understanding  of  the  proceeding.  Infor¬ 


mation  which  may  either  be  held  as 
confidential  or  disclosed,  in  the  Com¬ 
missioner’s  discretion,  pursuant  to  5 
U.S.C.  552(b)  wiU  be  fully  disclosed  at 
any  public  hearing  except  for  material 
that  constitutes  an  invasion  of  privacy 
or  which  has  been  the  subject  of  a  spe¬ 
cific  written  promise  of  confidentiality. 
Specific  provisions  defining  the  material 
which  falls  into  these  categories  will 
await  final  promulgation  of  the  public 
information  regulations. 

38.  A  comment  recommended  full  re¬ 
lease  of  all  the  scientific  and  medical 
evidence  involved  in  any  proceeding  with 
respect  to  withdrawal  of  approval  of  an 
NDA. 

The  Commissioner  advises  that  release 
of  such  material  is  limited  by  the  pro¬ 
visions  of  21  U.S.C.  331  ( j )  and  18  U.S.C. 
1905,  which  provide  that  it  is  a  criminal 
offense  for  a  government  employee  to 
divulge  trade  secret  information  relating 
to  new  drugs.  The  type  of  information 
falling  within  those  provisions  has  been 
outlined  in  the  regulations  proposed  by 
the  Commissioner  in  the  Federal  Reg¬ 
ister  of  May  5,  1972  (37  FR  9128) .  Those 
guidelines  will  apply  until  final  public 
information  regulations  are  published. 

39.  Some  comments  indicated  confu¬ 
sion  about  the  intended  meaning  of  the 
words  “parties”  and  “interested  persons” 
in  §  130.14(g)  of  the  proposed  regulations. 

The  Commissioner  advises  that  the 
term  “parties”  includes  the  Food  and 
Drug  Administration  and  any  other 
person  for  whom  a  hearing  has  been 
granted.  “Interested  persons”  includes 
everyone  else,  including  any  persons  who 
have  not  requested  or  who  have  been 
denied  a  hearing.  The  Commissioner 
concludes  that  no  change  is  necessary  to 
clarify  the  intended  meaning  of  those 
words. 

40.  One  comment  pointed  out  that 
physicians  are  interested  persons,  who 
may  wish  to  participate  in  the  procedures 
involving  withdrawal  of  approval  of 
NDA’s. 

The  Commissioner  fully  agrees  with 
this  comment.  Indeed,  any  person  is  en¬ 
titled  to  participate  as  an  interested  per¬ 
son  in  such  matters.  Although  the  statute 
explicitly  limits  the  persons  who  may  re¬ 
quest  a  hearing  to  an  “applicant”  (which 
includes  manufacturers  of  similar,  re¬ 
lated,  and  identical  drugs),  the  Com¬ 
missioner  will  receive  and  consider  all 
comments  submitted  by  other  interested 
persons  in  response  to  a  notice  of  oppor¬ 
tunity  for  hearing.  The  regulations  have 
been  revised  to  so  provide. 

41.  A  number  of  comments  argued  that 
a  copy  of  the  notice  of  opportunity  for 
hearing  should  be  served  personally  upon 
the  NDA  holder,  as  the  proposal  provides, 
and  also  upon  the  manufacturers  of  all 
similar,  related,  or  identical  drugs  that 
will  be  affected  by  the  notice.  Some  com¬ 
ments  contended  that  service  of  the  no¬ 
tice  by  publication  in  the  Federal  Regis¬ 
ter  is  legally  defective  under  the  act  and 
the  Constitution.  Other  comments  ques¬ 
tioned  whether  the  NDA  holder  for  a 
similar,  related,  or  identical  drug  in¬ 
tended  to  be  affected  by  the  notice  would 
be  given  personal  notice  or  would  be  re¬ 


quired  to  determine  the  effect  upon  his 
drug  solely  by  publication  of  the  Federal 
Register  notice.  Most  of  the  comments 
suggested  that,  ih  view  of  the  enactment 
of  the  Drug  Listing  Act  of  1972,  it  was 
now  possible  to  provide  personal  notice 
to  all  manufacturers  of  drugs  affected  by 
a  notice  of  opportunity  for  a  hearing. 

The  Commissioner  has  carefully  con¬ 
sidered  all  of  these  comments  and  sug¬ 
gestions.  and  has  concluded  that  no 
change  in  the  proposal  is  warranted.  The 
regulations  provide  that  every  NDA  af¬ 
fected  by  a  notice  of  opportunity  for 
hearing  will  be  listed  in  the  notice  pub¬ 
lished  in  the  Federal  Register,  and  that 
each  NDA  holder  so  affected  will  receive 
personal  notice.  Thus,  an  NDA  not  listed 
in  the  notice  is  not  affected  by  that  no¬ 
tice,  even  though  that  NDA  may  be  for 
a  similar,  related,  or  identical  drug.  It  is 
the  intent  of  the  Commissioner  that  all 
NDA’s  for  similar,  related,  or  identical 
drugs  will  be  the  subject  of  a  single  no¬ 
tice  or  of  notices  published  at  about  the 
same  time,  in  order  to  reduce  potential 
competitive  inequity. 

The  legal  adequacy  of  serving  notice  of 
the  withdrawal  of  approval  of  an  NDA 
upon  manufacturers  of  similar,  related, 
or  identical  products  not  named  in  the 
notice,  solely  by  publication  of  the  notice 
in  the  Federal  Register,  was  recently  de¬ 
cided  in  North  American  Pharmacol,  Inc. 
v.  Department  of  HEW,  supra.  The  Court 
noted  that  the  Supreme  Court  had  ap¬ 
proved  in  the  Hynson  case  the  procedure 
under  which  FDA  issues  a  single  notice 
of  opportunity  for  hearing  which  affects 
all  similar,  related,  or  identical  drugs. 
The  Court  then  ruled  that  the  Food  and 
Drug  Administration  was  not  required 
to  provide  personal  notice  of  the  oppor¬ 
tunity  for  hearing  to  such  “me-too” 
manufacturers  before  withdrawing  the 
NDA.  The  Court  pointed  out  that  44 
U.S.C.  1508  provides: 

A  notice  of  hearing  or  of  opportunity  to  be 
heard,  required  or  authorized  to  be  given  by 
an  Act  of  Congress,  or  which  may  otherwise 
properly  be  given,  shall  be  deemed  to  have 
been  given  to  all  persons  residing  within  the 
States  of  the  Union  and  the  District  of  Co¬ 
lumbia,  except  In  cases  where  notice  by  pub¬ 
lication  Is  Insufficient  In  law,  when  the  notice 
Is  published  In  the  Federal  Register  •  *  • 

It  also  held  that  section  505(g)  of  the 
act  requires  special  service  only  to  NDA 
holders.  Accordingly,  the  Court  held  that 
both  statutory  and  constitutional  re¬ 
quirements  are  satisfied  when  notice  of 
opportunity  for  hearing  is  given  to  man¬ 
ufacturers  of  similar,  related,  or  identical 
drugs  solely  through  publication  in  the 
Federal  Register. 

The  entire  pharmaceutical  industry  is 
well  aware  of  the  Food  and  Drug  Admin¬ 
istration  practice  of  publishing  notices  of 
opportunity  for  hearing.  The  cost  of  sub¬ 
scribing  to  the  Federal  Register  is  mini¬ 
mal.  As  the  Court  stated  in  the  North 
American  Pharmacol  case,  “me-too” 
manufacturers: 

•  *  *  should  be  required,  both  as  a  mat¬ 
ter  of  self-interest  and  of  law,  to  keep  abreast 
of  the  FDA  regulations  affecting  their  prod¬ 
ucts.  Under  these  circumstances.  It  should 
not  be  Incumbent  upon  the  FDA  to  ferret 
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out  the  “me-too”  manufacturers.  Rather,  the 
"me-toos”  should  be  In  the  forefront,  ready 
to  come  forth  to  protect  their  own  Interest 
and  supply  the  necessary  data  and  Informa¬ 
tion  to  support  the  safety  and  eiBcacy  of  their 
products.  Their  failure  to  do  so  was  at  their 
peril. 

The  Food  and  Drug  Administration 
has  not  yet  been  able  to  assimilate  all  of 
the  information  submitted  to  the  agency 
as  required  by  the  Drug  Listing  Act  of 
1972  (86  Stat.  559),  and  it  will  be  some 
months  before  this  will  be  possible.  Even 
when  that  task  is  completed,  it  is  en¬ 
tirely  possible  that  the  agency  could 
overlook  some  drugs  that  are  properly 
affected  by  a  notice  of  opportunity  for 
hearing.  Moreover,  it  is  possible  that 
some  drug  products  may  not  yet  be  listed 
pursuant  to  section  510  of  the  act  even 
though  the  law  so  requires. 

Accordingly,  since  the  burden  of  keep¬ 
ing  abreast  of  legal  requirements  is 
properly  placed  upon  manufacturers  who 
have  the  most  detailed  information  about 
the  products  they  market,  the  Commis¬ 
sioner  concludes  that  the  Federal  Regis¬ 
ter  notices  provide  sufficient  information 
for  any  manufacturer  to  determine 
whether  his  products  may  reasonably  be 
regarded  as  affected,  and  that  the  bur¬ 
den  for  maintaining  compliance  with  all 
legal  requirements  should  remain,  as  it 
always  has  been,  on  the  manufacturer. 
The  final  regulations  have  been  revised 
explicitly  to  so  provide. 

42.  A  comment  suggested  that  all  no¬ 
tices  of  opportunity  for  hearing  should 
be  furnished  to  physicians  as  well  as  to 
the  pharmaceutical  industry. 

The  Commissioner  agrees  that  all  such 
notices  should  be  furnished  to  all  physi¬ 
cians  and  all  other  interested  persons. 
Physicians  may  receive  such  notices,  ei¬ 
ther  individually  or  through  professional 
associations  and  societies,  by  subscrip¬ 
tion  to  the  Federal  Register,  which  car¬ 
ries  all  such  notices.  The  Commissioner 
encourages  professional  societies  and 
journals  to  summarize  and  publicize  im¬ 
portant  developments  of  this  nature. 
Comment  may  then  be  furnished  to  the 
Hearing  Clerk  within  the  prescribed  60- 
day  time  limit. 

The  Commissioner  advises  that  the 
statute  does  not  permit  a  physician  or 
any  other  interested  person  who  is  not 
a  party  to  obtain  a  hearing  as  of  right. 
The  Commissioner  does  have  discretion, 
however,  to  hold  some  form  of  hearing 
on  any  subject  matter  when  he  concludes 
that  it  is  in  the  public  interest  to  do  so, 
and  the  final  regulations  have  been  re¬ 
vised  to  so  state. 

The  Commissioner  further  advises 
that,  if  any  interested  person  objects  to 
action  by  the  Commissioner  and  is  un¬ 
successful  in  a  petition  requesting  the 
Commissioner  to  refrain  from  or  modify 
that  action,  he  may  challenge  that  action 
by  appeal  directly  in  a  United  States 
District  Court  under  the  judicial  review 
provisions  of  the  Administrative  Pro¬ 
cedure  Act  (5  U.S.C.  701  et  seq.) .  As  long 
as  the  action  constitutes  final  agency 
action  by  the  Commissioner,  the  inter¬ 
ested  persons  have  exhausted  their  ad¬ 


ministrative  remedies,  and  the  action  is 
brought  in  the  proper  court,  the  Com¬ 
missioner  will  interpose  no  objects  to  the 
standing  of  those  persons  to  contest  the 
action  involved. 

43.  Virtually  all  of  the  comments  made 
with  respect  to  proposed  §  130.14  are 
equally  applicable  to  the  provisions  of 
proposed  §  146.1(d).  The  Commissioner 
has,  in  any  event,  so  interpreted  all  com¬ 
ments  made,  and  has  modified  §  146.1(d) 
accordingly  except  that,  because  all  anti¬ 
biotic  regulations  are  handled  by  rule 
making,  the  separation  of  functions  dis¬ 
cussed  in  paragraph  3  of  this  preamble 
shall  begin  upon  receipt  of  a  request  for 
a  hearing. 

44.  Some  comments  recommended  that 
revocation  of  outstanding  antibiotic  cer¬ 
tificates  upon  repeal  of  an  antibiotic 
regulation  should  be  handled  on  an  ad 
hoc  basis. 

The  Commissioner  concludes  that  this 
matter  should  be  handled  by  a  specific 
provision  in  the  regulations,  and  should 
not  be  left  to  ad  hoc  determination.  The 
Commissioner  concludes  that  a  deter¬ 
mination  that  an  antibiotic  is  not  safe 
and  effective,  and  thus  that  the  regula¬ 
tion  should  be  repealed,  justiflies  revo¬ 
cation  of  all  outstanding  certificates.  If 
this  were  not  done,  previously  marketed 
stocks  of  the  drug  might  remain  in  the 
channels  of  commerce  indefinitely,  and 
might  be  used  in  place  of  other  anti¬ 
biotics  that  have  been  shown  to  be  safe 
and  effective. 

45.  The  Commissioner  wishes  to  be  as 
certain  as  possible  that  all  drug  manu¬ 
facturers  thoroughly  understand  the 
obligations  imposed  upon  them  under 
the  law  and  the  regulations.  These  obli¬ 
gations  include,  for  example,  the  require¬ 
ment  that  each  manufacturer  or 
distributor  of  a  drug  has  full  documenta¬ 
tion  in  his  files  to  justify  the  “grand¬ 
father”  status  of  any  drug  which  he 
markets  on  the  basis  of  that  legal  status, 
organized  so  that  it  can  be  submitted 
immediately  to  the  Food  and  Drug  Ad¬ 
ministration  in  the  event  that  it  is  rele¬ 
vant  to  a  request  for  hearing;  that  each 
manufacturer  or  distributor  of  a  drug 
review  the  notices  published  by  the  Food 
and  Drug  Administration  in  the  Federal 
Register  to  determine  whether  any  NDA 
withdrawal  covers  a  related,  similar,  or 
identical  “me-too”  drug  he  markets,  so 
that  he  will  be  aware  of  all  legal  action 
taken  by  the  Food  and  Drug  Administra¬ 
tion  which  affects  his  products;  that 
each  manufacturer  or  distributor  of  a 
drug  request  and  obtain  a  waiver  from 
the  requirements  for  proof  of  effective¬ 
ness  in  §  130.12(a)  (5)  if  he  relies  on  data 
or  information  not  meeting  all  of  those 
requirements;  and,  more  generally,  the 
overall  means  by  which  the  Food  and 
Drug  Administration  will  be  implement¬ 
ing  the  Drug  Amendments  of  1962  and 
the  new  drug  provisions  of  the  law.  Ac¬ 
cordingly,  the  Commsisioner  has  con¬ 
cluded  that  a  copy  of  this  notice,  as  it 
appears  in  the  Federal  Register,  will  be 
sent  to  all  known  drug  companies.  The 
Comissioner  believes  that  this  procedure 
will  provide  adequate  notice  to  all  drug 


manufacturers  and  distributors  of  the 
nature  of  the  legal  requirements  imposed 
upon  them. 

Therefore,  piu-suant  to  provisions  of 
the  Federal  Food,  Drug,  and  Cosmetic 
Act  (secs.  505,  507,  701(a) ,  52  Stat.  1052- 
1053,  1055,  as  amended,  59  Stat.  463, 
as  amended;  21  U.S.C.  355,  357,  371(a)) 
and  under  authority  delegated  to  him 
(21  CFR  2.120),  the  Commissioner  of 
Food  and  Drugs  hereby  amends  Part 
130  and  Part  146  of  Title  21  of  the  Code 
of  Federal  Regulations  as  follows; 

1.  By  revising  §  130.5(d)  to  read  as 
follows; 

§  130.5  Reasons  for  refusing  to  file  ap¬ 
plications. 

*  *  *  *  * 

(d)  If  an  applicant  disputes  the  find¬ 
ings  that  his  application  is  incomplete  or 
inadequate,  he  may  make  written  re¬ 
quest  to  file  the  application  over  protest. 
In  such  case,  the  application  shall  be  re¬ 
evaluated,  and  within  60  days  of  the  date 
of  receipt  of  such  written  request,  or 
such  additional  period  as  may  be  agreed 
upon  by  the  parties,  the  application  shall 
be  approved,  or  the  applicant  shall  be 
given  written  notice  of  an  opportunity 
for  a  hearing  on  the  question  whether 
the  application  is  approveable. 

2.  By  revising  §  130.14  to  read  as  fol¬ 
lows: 

§  130.14  Notice  of  opportunity  for  hear¬ 
ing;  notice  of  appearance  and  request 
for  hearing;  grant  or  denial  of  hear¬ 
ing. 

(a)  The  notice  to  the  applicant,  and 
to  all  other  persons  who  manufacture  or 
distribute  identical,  related,  or  similar 
drug  products  as  defined  in  §  130.40,  of 
an  opportunity  for  a  hearing  on  a  pro¬ 
posal  by  the  Director  of  the  Bureau  of 
Drugs  to  refuse  to  approve  an  applica¬ 
tion  or  to  withdraw  the  approval  of  an 
application  will  state  the  reasons  for 
his  action  and  the  grounds  upon  which 
he  proposes  to  issue  his  order. 

(1)  Such  notice  may  be  general  (i.e., 
simply  summarizing  in  a  general  way  the 
information  resulting  in  the  notice)  or 
specific  (i.e.,  either  referring  to  specific 
requirements  in  the  statute  and  regula¬ 
tions  with  which  there  is  a  lack  of  com¬ 
pliance,  or  providing  a  detailed  descrip¬ 
tion  and  analysis  of  the  specific  facts 
resulting  in  the  notice) . 

(2)  The  notice  will  be  published  in  the 
Federal  Register  and  will  state  that  the 
applicant,  and  other  persons  subject  to 
the  notice  pursuant  to  §  130.40,  has  30 
days  after  the  date  of  publication  of  the 
notice  within  which  he  is  required  to  file 
a  written  notice  of  appearance  and  re¬ 
quest  for  hearing  if  he  elects  to  avail 
himself  of  the  opportunity  for  a  hearing. 
The  failure  to  file  such  a  ■written  notice 
of  appearance  and  request  for  hearing 
within  that  30  days  constitutes  an  elec¬ 
tion  by  the  applicant,  and  other  persons 
subject  to  the  notice  pursuant  to  §  130.40, 
not  to  avail  himself  of  the  opportunity 
for  a  hearing. 

(3)  It  is  the  responsibility  of  every 
manufacturer  or  distributor  of  a  drug 
product  to  review  every  notice  of  op- 
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portunity  for  hearing  published  in  the 
Federal  Register  to  determine  whether 
it  covers  any  drug  product  he  manufac¬ 
tures  or  distributes.  Any  person  may  re¬ 
quest  an  opinion  of  the  applicability  of 
such  a  notice  to  a  specific  product  he 
manufactures  or  distributes  that  may  be 
identical,  related,  or  similar  by  writing 
to  the  Food  and  Drug  Administration, 
Bureau  of  Drugs,  Office  of  Compliance, 
HFD-300,  5600  Fishers  Lane,  Rockville, 
MD  20852.  If  such  an  opinion  is  request¬ 
ed.  the  time  for  filing  an  appearance  and 
request  for  hearing  and  supporting  stud¬ 
ies  and  analyses  shall  begin  as  of  the 
date  or  receipt  of  the  opinion  from  the 
Food  and  Drug  Administration. 

(b)  The  notice  of  opportunity  for 
hearing  shall  be  provided  to  applicants 
and  to  other  persons  subject  to  the  no¬ 
tice  pursuant  to  §  130.40: 

(1)  To  any  person  who  has  submitted 
a  new  drug  application,  by  delivering  the 
notice  in  person  or  by  sending  it  by  reg¬ 
istered  or  certified  mail  to  the  last  ad¬ 
dress  shown  in  the  new  drug  application. 

(2)  To  any  person  who  has  not  sub¬ 
mitted  a  new  drug  application  but  who  is 
subject  to  the  notice  pursuant  to  §  130.40, 
by  publication  of  the  notice  in  the  Fed¬ 
eral  Register. 

(c) (1)  If  the  applicant,  or  any  other 
person  subject  to  the  notice  pursuant  to 
§  130.40,  elects  to  avail  himself  of  the 
opportunity  for  a  hearing,  he  shall  file 
(i)  within  30  days  after  the  date  of  the 
publication  of  the  notice  (or  of  the  date 
of  receipt  of  an  opinion  requested  pursu¬ 
ant  to  paragraph  (a)(3)  of  this  section) 
a  written  notice  of  appearance  and  re¬ 
quest  for  hearing,  and  (ii)  within  60 
days  after  the  date  of  publication  of  the 
notice,  unless  a  different  period  of  time 
is  specified  in  the  notice  of  opportunity 
for  hearing,  the  studies  on  which  he  re¬ 
lies  to  justify  a  hearing  as  specified  in 
paragraph  (d)  of  this  section. 

(2)  All  data  and  information  (includ¬ 
ing  all  protocols  and  underlying  raw 
data)  shall  be  included  ill  full  and  may 
not  be  incorporated  by  reference,  except 
that  the  raw  data  underlying  a  study 
submitted  may  be  incorporated  by  refer¬ 
ence  from  a  prior  submission  as  part  of  a 
new  drug  application  or  other  report.  A 
copy  of  any  article  cited  shall  be  in¬ 
cluded.  If  any  part  of  the  submission  is 
in  a  foreign  language,  an  accurate  and 
complete  English  translation  shall  be 
appended  to  such  part.  Translations  of 
literature  printed  in  a  foreign  language 
shall  be  accompanied  by  the  original  pub¬ 
lication. 

(3)  All  submissions  required  by  para¬ 
graphs  (c) ,  (d) ,  or  (e)  shall  be  in  quin- 
tuplicate  and  filed  with  the  Hearing 
Clerk,  Food  and  Drug  Administration, 
Room  6-86,  5600  Fishers  Lane,  Rockville, 
MD  20852. 

<  4 )  No  data  or  analysis  submitted  after 
such  60  days  will  be  considered  in  deter¬ 
mining  whether  a  hearing  is  warranted 
unless  they  are  derived  from  well-con¬ 
trolled  studies  begun  prior  to  the  date  of 
the  notice  of  opportunity  for  hearing,  the 
results  of  which  were  not  in  existence 
during  that  60  days.  Exceptions  may  be 
made  on  the  basis  of  a  showing  of  inad¬ 


vertent  omission  and  hardship.  All 
studies  in  progress,  the  results  of  which 
the  person  requesting  the  hearing  intends 
later  to  submit  in  support  of  the  request 
for  hearing,  shall  be  listed.  A  copy  of  the 
complete  protocol,  a  list  of  the  participat¬ 
ing  investigators,  and  a  brief  status  re¬ 
port  of  the  studies  shall  be  included  in 
the  submission  made  pursuant  to  para¬ 
graph  (c)(1)  (il)  of  this  section. 

(5)  Any  other  interested  person  who 
is  not  subject  to  the  notice  of  opportunity 
for  hearing  may  also  submit  comments 
on  the  proposal  to  withdraw  approval  of 
the  new  drug  application.  Such  com¬ 
ments  shall  be  submitted  within  the  time 
and  pursuant  to  the  requirements  speci¬ 
fied  in  this  section. 

(d)  A  request  for  hearing  shall  be 
supported  by  a  submission  as  specified  in 
paragraph  (c)  (1)  (ii)  of  this  section  con¬ 
taining  the  studies  (including  all  proto¬ 
cols  and  underlying  raw  data)  on  which 
the  person  relies  to  justify  a  hearing  with 
respect  to  his  drug  product. 

(1)  If  effectiveness  is  at  issue,  a  re¬ 
quest  for  hearing  shall  be  supported  only 
by  adequate  and  well-controlled  clinical 
studies  meeting  all  of  the  precise  require¬ 
ments  of  §130.12(a)(5)  and,  for  com¬ 
bination  drug  products.  §  3.86  of  this 
chapter,  or  by  other  studies  not  meeting 
those  requirements  for  which  a  waiver 
has  been  previously  granted  by  the  Pood 
and  Drug  Administration  pursuant  to  the 
provisions  of  §  130.12(a)  (5) .  All  adequate 
and  well-controlled  clinical  studies  on 
the  drug  product  known  to  the  person 
requesting  the  hearing  shall  be  sub¬ 
mitted.  Any  unfavorable  analyses,  views, 
or  judgments  with  respect  to  such  studies 
known  to  such  person  shall  also  be  sub¬ 
mitted.  No  other  data,  information,  or 
studies  shall  be  submitted. 

(2)  Such  submission  shall  include  a 
factual  analysis  of  all  studies  submitted. 
If  effectiveness  is  at  issue,  such  analysis 
shall  specify  how  each  such  study  ac¬ 
cords,  on  a  point-by-point  basis,  with 
each  criterion  required  for  an  adequate 
well-controlled  clinical  investigation  es¬ 
tablished  in  5  130.12(a)  (5)  and,  if  the 
product  is  a  combination  drug  product, 
with  each  of  the  requirements  for  a  com¬ 
bination  drug  established  in  §  3.86  of  this 
chapter,  or  shall  be  accompanied  by  an 
appropriate  waiver  previously  granted  by 
the  Food  and  Drug  Administration.  If  a 
study  deals  with  a  drug  entity  or  dosage 
form,  or  condition  of  use,  or  mode  of  ad¬ 
ministration  other  than  the  one(s)  in 
question,  such  fact(s)  shall  be  clearly 
stated.  Any  study  conducted  on  the  final 
marketed  form  of  the  drug  product  shall 
be  so  designated. 

(3)  Such  analysis  shall  be  submitted 
in  the  following  format,  except  that  the 
required  information  relating  either  to 
safety  or  to  effectiveness  shall  be  omitted 
if  the  notice  of  opportunity  for  hearing 
does  not  raise  any  issue  with  respect  to 
that  aspect  of  the  drug;  and  information 
on  compliance  with  5  3.86  shall  be  omit¬ 
ted  if  the  drug  product  is  not  a  combina¬ 
tion  drug  product.  Submissions  not  made 
in  this  format  or  not  containing  the  re¬ 
quired  analyses  will  not  be  considered 
and  will  result  in  denial  of  a  hearing,  ex¬ 


cept  that  minor  technical  deficiencies 
may  be  excused  if  it  is  apparent  that  a 
good  faith  attempt  has  been  made  to 
comply  with  the  requirements  of  this  sec¬ 
tion  and  any  deficiencies  noted  are  im¬ 
mediately  corrected  upon  request. 

I.  Safety  data. 

A.  Animal  safety  data. 

1.  Individual  active  component (s) . 

a.  ControUed  studies. 

b.  Partially  controlled  or  uncontrolled 
studies. 

2.  Combinations  of  the  individual  active 
components. 

a.  Controlled  studies. 

b.  Partially  controlled  or  uncontrolled 
stpdies. 

B.  Human  safety  data. 

1.  Individual  active  component(s) . 

a.  Controlled  studies. 

b.  Partially  controlled  or  uncontroUed 
studies. 

c.  Documented  case  reports. 

d.  Pertinent  marketing  experiences  that 
may  influence  a  determination  as  to  the 
safety  of  each  individual  active  component. 

2.  Combinations  of  the  individual  active 
components. 

a.  Controlled  studies. 

b.  Partially  controlled  or  uncontrolled 
studies. 

c.  Documented  case  reports. 

d.  Pertinent  marketing  experiences  that 
may  influence  a  determination  as  to  the 
safety  of  combinations  of  the  individual  ac¬ 
tive  components. 

II.  Effectiveness  data. 

A.  Individual  active  components:  Control¬ 
led  studies,  with  an  analysis  showing  clearly 
how  each  such  study  satisfies,  on  a  point-by¬ 
point  basis,  each  of  the  criteria  required  by 
5  130.12(a)  (5). 

B.  Combinations  of  individual  active  com¬ 
ponents. 

1.  Controlled  studies,  with  an  analysis 
showing  clearly  how  such  study  satisfies,  on 
a  point -by -point  basis,  each  of  the  criteria 
required  by  §  130.12(a)(5). 

2.  An  analysis  showing  clearly  how  each 
requirement  of  I  3.86  of  this  chapter  has  been 
satisfied. 

III.  A  summary  of  the  data  and  views  set¬ 
ting  forth  the  medical  rationale  and  purpose 
for  the  drug  and  its  ingredients  and  the  scien¬ 
tific  basis  for  the  conclusion  that  the  drug 
and  its  ingredients*  have  been  proven  safe 
and/or  effective  for  the  intended  use.  If  there 
is  an  absence  of  controlled  studies  in  the  ma¬ 
terial  submitted,  or  the  requirements  of  any 
element  of  §  3.86  of  this  chapter  or  §  130.12 
(a)  (5)  have  not  been  fully  met,  such  fact(s) 
shall  be  clearly  stated,  and  a  waiver  obtained 
pursuant  to  §  130.12(a)  (5)  shall  be  enclosed. 

IV.  A  statement  signed  by  the  person  re¬ 
sponsible  for  such  submission,  that  it  in¬ 
cludes  in  full  (or  incorporates  by  reference  as 
permitted  in  §  130.14(c)  (2) )  all  studies  and 
information  specified  in  §  130.14(d).  (Warn¬ 
ing:  A  willfully  false  statement  is  a  criminal 
offense,  18  U.S.C.  1001). 

(e)  A  notice  of  opportunity  for  hearing 
encompasses  ail  issues  relating  to  the 
legal  status  of  the  drug  product(s)  sub¬ 
ject  to  it,  including  identical,  related, 
and  similar  drug  products  as  defined  in 
§  130.40.  Any  contention  that  any  such 
product  is  not  a  new  drug  because  it  is 
generally  recognized  as  safe  and  effective 
within  the  meaning  of  section'  201  (p)  of 
the  act,  or  because  it  is  exempt  from 
part  or  all  of  the  new  drug  provisions  of 
the  act  pursuant  to  the  exemption  for 
products  marketed  prior  to  June  25,  1938, 
contained  in  section  201  (p)  of  the  act, 
or  pursuant  to  section  107(c)  of  the  Drug 
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Amendments  of  1962,  or  for  any  other 
reason,  shall  be  stated  in  a  notice  of 
appearance  and  request  for  hearing  pur¬ 
suant  to  paragraph  (c)(1)  (i)  of  this 
section  and  supported  by  a  submission 
pursuant  to  paragraph  (c)  (1)  (ii)  of  this 
section  and  shall  be  the  subject  of  an 
administrative  determination  by  the 
Commissioner.  The  failure  of  any  person 
subject  to  a  notice  of  opportunity  for  a 
hearing,  including  any  person  who  manu¬ 
factures  or  distributes  an  identical,  re¬ 
lated,  or  similar  drug  product  as  defined 
in  §  130.40,  to  submit  a  notice  of  appear¬ 
ance  and  request  for  hearing  or  to  raise 
all  such  contentions  on  which  he  relies 
shall  constitute  a  waiver  of  any  such 
contentions  not  so  raised. 

(1)  A  contention  that  a  drug  product 
is  generally  recognized  as  safe  and  effec¬ 
tive  within  the  meaning  of  section  201 
(p)  of  the  act  must  be  supported  by  sub¬ 
mission  of  the  same  quantity  and  quality 
of  scientific  evidence  as  is  required  to 
obtain  approval  of  a  new  drug  applica¬ 
tion  for  the  product,  unless  a  waiver  has 
been  obtained  from  such  requirement  for 
effectiveness  (as  provided  in  §  130.12(a) 
(5) )  and/or  safety  for  good  cause  shown. 
Such  submission  shall  be  in  the  format 
and  with  the  analyses  required  by  para¬ 
graph  (d)  of  this  section.  The  failure  to 
submit  such  scientific  evidence  or  a  sub¬ 
mission  that  is  not  in  the  format  or  does 
not  contain  the  analyses  required  by 
paragraph  (d)  of  this  section  shall  con¬ 
stitute  a  waiver  of  any  such  contention. 
General  recognition  of  safety  and  effec¬ 
tiveness  shall  ordinarily  be  based  upon 
published  studies  which  may  be  corrob¬ 
orated  by  unpublished  studies  and  other 
data  and  information. 

(2)  A  contention  that  a  drug  product  is 
exempt  from  part  or  all  of  the  new  drug 
provisions  of  the  act  pursuant  to  the 
exemption  for  products  marketed  prior 
to  June  25,  1938  contained  in  section  201 

(р)  of  the  act,  or  pursuant  to  section  107 

(с)  of  the  Drug  Amendments  of  1962, 
shall  be  supported  by  submission  of  evi¬ 
dence  of  past  and  present  quantitative 
formulas,  labeling,  and  evidence  of  mar¬ 
keting,  on  which  reliance  is  made  for 
such  contention.  The  failure  to  submit 
such  formulas,  labeling,  and  evidence  of 
marketing  in  the  following  format  shall 
constitute  a  waiver  of  any  such  conten¬ 
tion. 

I.  Formulation. 

A.  A  copy  of  each  pertinent  document  or 
record  to  establish  the  exact  quantitative 
formulation  of  the  dTUg  (both  active  and  In¬ 
active  Ingredients)  on  the  date  of  Initial 
marketing  of  the  drug. 

B.  A  statement  whether  such  formulation 
has  at  any  subsequent  time  been  changed  In 
any  manner.  If  any  such  change  has  been 
made,  the  exact  date,  nature,  and  rationale 
for  each  change  In  formulation,  Including 
any  deletion  or  change  In  the  concentration 
of  any  active  Ingredient  and/or  Inactive  in¬ 
gredient,  snail  be  submitted,  together  with  a 
copy  of  each  pertinent  document  or  record 
to  establish  the  date  and  nature  of  each  such 
change  Including  but  not  limited  to  the 
formula  which  resulted  from  each  such 
change.  If  no  such  change  has  been  made,  a 
copy  of  representative  documents  or  records 
showing  the  formula  at  representative  points 


In  time  shall  be  submitted  to  support  the 
statement. 

II.  Labeling. 

A.  A  copy  of  each  pertinent  document  or 
record  to  establish  the  Identity  of  each  item 
of  written,  printed,  or  graphic  matter  used 
as  labeling  on  the  date  the  drug  was  Initially 
marketed. 

B.  A  statement  whether  such  labeling  has 
at  any  subsequent  time  been  discontinued 
or  changed  in  any  manner.  If  such  discon¬ 
tinuance  or  change  has  been  made,  the  ex¬ 
act  date,  nature,  and  rationale  for  each 
discontinuance  or  change  and  a  copy  of  each 
pertinent  document  or  record  to  establish 
each  such  discontinuance  or  change  shall  be 
submitted.  Including  but  not  limited  to  the 
labeling  which  resulted  from  each  such  dis¬ 
continuance  or  change.  If  no  such  discon¬ 
tinuance  or  change  has  been  made,  a  copy 
of  representative  documents  or  records  show¬ 
ing  labeling  at  representative  points  In  time 
shall  be  submitted  to  support  the  statement. 

III.  Marketing. 

A.  A  copy  of  each  pertinent  document  or 
record  to  establish  the  exact  date  the  drug 
was  initially  marketed. 

B.  A  statement  whether  such  marketing 
has  at  any  subsequent  time  been  discon¬ 
tinued.  If  such  marketing  has  been  dis¬ 
continued,  the  exact  date  of  each  such 
discontinuance  shall  be  submitted,  together 
with  a  copy  of  each  pertinent  document  or 
record  to  establish  each  such  date. 

IV.  Verification. 

A  statement  signed  by  the  person  respon¬ 
sible  for  such  submission,  that  all  appropri¬ 
ate  records  have  been  searched  and  to  the 
best  of  his  knowledge  and  belief  it  Includes 
a  true  and  accurate  presentation  of  the  facts 
(Warning:  A  willfully  false  statement  is  a 
criminal  offense,  18  U.S.C.  1001). 

(3)  No  drug  product,  including  any 
active  ingredient,  which  is  identical,  re¬ 
lated,  or  similar,  as  defined  in  §  130.40,  to 
a  drug  product,  including  any  active  in¬ 
gredient,  for  which  a  new  drug  applica¬ 
tion  is  or  at  any  time  has  been  effective 
or  deemed  approved,  or  approved  under 
section  505  of  the  act,  will  be  determined 
to  be  exempt  from  part  or  all  of  the  new 
drug  provisions  of  the  act. 

(4)  A  contention  that  a  drug  product 
is  not  a  new  drug  for  any  other  reason 
must  be  supported  by  submission  of  such 
factual  records,  data,  and  information 
as  is  necessary  and  appropriate  to  sup¬ 
port  such  contention. 

(5)  It  is  the  responsibility  of  every 
person  who  manufactures  or  distributes 
a  drug  product  in  reliance  upon  a 
“grandfather”  provision(s)  of  the  act  to 
maintain  in  his  files,  organized  as  re¬ 
quired  by  this  paragraph,  the  data  and 
information  necessary  fully  to  document 
and  support  such  status. 

(f)  Upon  receipt  of  any  request  for 
hearing,  the  Director  of  the  Bureau  of 
Drugs  shall  prepare  an  analysis  of  the 
request  and  a  proposed  order  ruling 
upon  the  matter*.  The  analysis  and  pro¬ 
posed  order,  the  request  for  hearing,  and 
any  proposed  order  denying  a  hearing 
and  response  pursuant  to  paragraph 
(g)  (2)  or  (3)  of  this  section,  shall  be 
submitted  to  the  office  of  the  Commis¬ 
sioner  for  independent  review  and  de¬ 
cision.  No  representative  of  the  Bureau 
of  Drugs  shall  participate  or  advise  in 
the  review  and  decision  by  the  Commis¬ 
sioner.  The  office  of  the  General  Counsel 
shall  observe  the  same  separation  of 
functions. 


(g>  A  request  for  a  hearing  may  not 
rest  upon  mere  allegations  or  denials, 
but  must  set  forth  specific  facts  showing 
that  there  is  a  genuine  and  substantial 
issue  of  fact  that  requires  a  hearing  with 
respect  to  the  particular  drug  product (s) 
specified  in  the  request  for  hearing. 

(1)  Where  a  specific  notice  of  op¬ 
portunity  for  hearing  as  defined  in 
paragraph  (a)(1)  of  this  section)  is 
used,  it  shall  state  that,  if  it  conclusively 
appears  from  the  face  of  the  data,  in¬ 
formation,  and  factual  analyses  in  the 
request  for  the  hearing  that  there  is  no 
genuine  and  substantial  issue  of  fact 
which  precludes  the  refusal  to  approve 
the  application  or  the  withdrawal  of  ap¬ 
proval  of  the  application,  e.g.,  no  ade¬ 
quate  and  well-controlled  clinical  in¬ 
vestigations  meeting  each  of  the  precise 
elements  of  §  130.12(a)  (5)  and,  for  a 
combination  drug  product,  §  3.86  of  this 
chapter,  showing  effectiveness  have  been 
identified,  or  when  a  request  for  hearing 
is  not  made  in  the  required  format  or 
with  the  required  analyses,  the  Commis¬ 
sioner  will  enter  summary  judgment 
against  the  person(s)  who  requests  the 
hearing,  making  findings  and  conclu¬ 
sions,  denying  a  hearing.  Any  such  order 
entering  summary  judgment  shall  set 
forth  the  Commissioner’s  findings  and 
conclusions  in  detail  and  shall  specify 
why  each  study  submitted  fails  to  meet 
the  requirements  of  the  statute  and  reg¬ 
ulations  or  why  the  request  for  hearing 
does  not  raise  a  genuine  and  substantial 
issue  of  fact  or  shall  specify  the  require¬ 
ments  of  this  section  with  respect  to 
format  or  analyses  with  which  there  is 
a  lack  of  compliance. 

(2)  Where  a  general  notice  of  op¬ 
portunity  for  hearing  (as  defined  in 
paragraph  (a)  (1)  of  this  section)  is  used 
and  the  Director  of  the  Bureau  of  Drugs 
concludes  that  summary  judgment 
against  the  person  (s)  requesting  a  hear¬ 
ing  should  be  considered,  he  shall  serve 
upon  such  person  (s)  by  registered  mail 
a  proposed  order  denying  a  hearing. 
Such  person(s)  shall  have  60  days  after 
receipt  of  such  proposed  order  to  re¬ 
spond  with  sufficient  data,  information, 
and  analyses  to  demonstrate  that  there 
is  a  genuine  and  substantial  issue  of  fact 
which  justifies  a  hearing. 

(3)  Where  a  general  or  specific  notice 
of  opportunity  for  hearing  is  used  and 
the  person(s)  requesting  a  hearing  sub¬ 
mits  data  or  information  of  a  type  re¬ 
quired  by  the  statute  and  regulations, 
and  the  Director  of  the  Bureau  of  Drugs 
concludes  that  summary  judgment 
against  such  person(s)  should  be  con¬ 
sidered,  he  shall  serve  upon  such  per¬ 
son  (s)  by  registered  mail  a  proposed 
order  denying  a  hearing.  Such  person  (s) 
shall  have  60  days  after  receipt  of  such 
proposed  order  to  respond  with  sufficient 
data,  information,  and  analyses  to  dem¬ 
onstrate  that  there  is  a  genuine  and  sub¬ 
stantial  issue  of  fact  which  justifies  a 
hearing. 

(4)  If  review  of  the  data,  information, 
and  analyses  submitted  warrants  the 
conclusion  that  the  ground(s)  cited  in 
the  notice  are  not  valid,  e.g.,  that  sub¬ 
stantial  evidence  of  effectiveness  exists, 
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the  Commissioner  shall  deny  the  hear¬ 
ing,  enter  summary  judgment  for  the 
person (s)  requesting  the  hearing,  and 
rescind  the  notice  of  opportunity  for 
hearing. 

(5)  If  a  hearing  is  requested  and  is 
justified,  the  Commissioner  will  issue  a 
written  notice  defining  the  issues, 
naming  an  administrative  law  judge, 
and  specifying  the  time  and  place  at 
which  the  hearing  will  commence,  which 
shall  be  no  more  than  90  days  after  the 
expiration  of  such  30  days  unless  the 
parties  otherwise  agree  in  the  case  of 
denial  of  approval,  and  as  soon  as  prac¬ 
ticable  in  the  case  of  withdrawal  of  ap¬ 
proval. 

(6)  A  hearing  shall  be  granted  if  there 
exists  a  genuine  and  substantial  issue  of 
fact  or  if  the  Commissioner  concludes,  in 
his  discretion,  that  a  hearing  would 
otherwise  be  in  the  public  interest. 

(7)  If  the  manufacturer  or  distributor 
of  a  drug  product  that  may  be  an  identi¬ 
cal,  related,  or  similar  drug  product  re¬ 
quests  and  is  granted  a  hearing,  the  issue 
whether  the  product  is  in  fact  identical, 
related,  or  similar  to  the  drug  subject 
to  new  drug  application  is  properly  en¬ 
compassed  within  the  hearing. 

(8)  A  request  for  hearing,  and  any 
subsequent  grant  or  denial  of  a  hearing, 
shall  be  applicable  only  to  the  particular 
drug  product (s)  named  in  such  docu¬ 
ments. 

(h)  Any  hearing  will  be  open  to  the 
public  except  that  any  portion  of  the 
hearing  concerning  a  method  or  process 
that  the  Commissioner  finds  is  entitled 
to  protection  as  a  trade  secret  pursuant 
to  section  301(j)  of  the  act  (21  U.S.C. 
331 (j) )  or  18  U.S.C.  1905  will  not  be  open 
to  the  public  unless  the  respondent  speci¬ 
fies  otherwise  in  his  appearance.  All 
persons  who  have  requested  a  hearing 
pursuant  to  paragraph  (a)  of  this  sec¬ 
tion  and  for  whom  a  hearing  has  been 
granted  pursuant  to  paragraph  (g)  of 
this  section  shall  be  parties  to  the  hear¬ 
ing.  Interested  persons  who  are  not 
parties  may  appear  at  and  participate  in 
a  hearing  and  shall  have  the  right  to 
present  evidence  and  file  pleadings  rele¬ 
vant  to  the  issues.  Such  interested  per¬ 
sons  may  otherwise  participate,  e.g., 
cross-examine  witnesses,  when  in  the 
judgment  of  the  administrative  law 
judge  their  interests  are  not  adequately 
protected  otherwise  or  it  is  required  for 
a  full  and  true  disclosure  of  the  facts. 

(i)  Any  drug  product  subject  to  a 
notice  of  opportunity  for  hearing,  in¬ 
cluding  any  identical,  related,  or  similar 
drug  product  as  defined  in  §  130.40,  for 
which  an  opportunity  for  a  hearing  is 
waived  or  for  which  a  hearing  is  denied 
shall  promptly  be  the  subject  of  a  notice 
withdrawing  the  new  drug  application 
approval  and  declaring  all  such  products 
unlawful.  The  Commissioner  may,  in  his 
discretion,  defer  or  stay  such  action 
pending  a  ruling  on  any  related  request 
for  a  hearing  or  pending  any  related 
hearing  or  other  administrative  or  judi¬ 
cial  proceeding. 


§  130.15  [Revoked] 

3.  By  revoking  §  130.15. 

4.  By  revising  the  introductory  text  of 
§  130.27  to  read  as  follows: 

§  130.27  'Withdrawal  of  approval  of  an 
application. 

The  Commissioner  shall  notify  the 
person  holding  an  approved  new  drug 
application,  and  all  other  persons  who 
manufacture  or  distribute  identical,  re¬ 
lated,  or  similar  drug  products  as  defined 
in  §  130.40,  and  afford  an  opportunity 
for  a  hearing  on  a  proposal  to  withdraw 
approval  of  the  application  as  provided 
in  section  505(e)  of  the  act  and  in  ac¬ 
cordance  with  the  procedure  in  §§  130.14 
to  130.26,  inclusive,  if: 

*  *  *  *  * 

5.  By  revising  §  130.29  to  read  as  fol¬ 
lows:  ' 

§  130.29  Notices  and  orders. 

Notices  and  orders  under  this  Part  130 
and  section  505  of  the  act  pertaining  to 
new  drug  applications,  including  related, 
similar,  and  identical  drug  products  as 
defined  in  §  130.40,  old  drug  monographs, 
and  related  matters,  shall  be  provided  to 
applicants,  parties  to  a  hearing,  and  in¬ 
terested  persons,  as  follows: 

(a)  To  any  person  who  has  submitted 
a  new  drug  application,  by  delivering  the 
notice  or  order  in  person  or  by  sending 
it  by  registered  or  certified  mail  to  the 
last  address  shown  in  the  new  drug  ap¬ 
plication. 

(b)  To  any  person  who  has  not  sub¬ 
mitted  a  new  drug  application  but  who 
is  subject  to  a  notice  or  order  pursuant 
to  §  130.40  or  §  130.301  or  Part  167  of 
this  chapter  by  publication  of  the  notice 
or  order  in  the  Federal  Register. 

(c)  To  any  person  who  is  a  party  to  or 
a  participant  in  a  hearing,  by  delivering 
the  notice  or  order  in  person,  or  by  send¬ 
ing  it  by  registered  or  certified  mail,  to 
the  last  address  shown  in  the  records  of 
the  proceeding. 

6.  By  revising  §  130.31  to  read  as 
follows : 

§130.31  Judicial  review. 

(a)  The  Assistant  General  Counsel  for 
Food  and  Drugs  of  the  Department  of 
Health,  Education,  and  Welfare  is  hereby 
designated  as  the  officer  upon  whom 
copies  of  petitions  for  judicial  review 
shall  be  served.  Such  officer  shall  be 
responsible  for  filing  in  the  court  a  tran¬ 
script  of  proceedings  and  the  record  on 
which  the  final  orders  were  based.  The 
transcript  and  record  shall  be  certified  by 
the  Commissioner.  In  any  case  in  which 
the  Commissioner  enters  an  order  as  pro¬ 
vided  in  §  130.14(g),  without  a  hearing, 
the  request (s)  for  hearing  together  with 
the  data  and  information  submitted  and 
the  Commissioner’s  findings  and  conclu¬ 
sions  shall  be  included  in  the  record  cer¬ 
tified  by  the  Commissioner. 

(b)  Judicial  review  of  an  order  with¬ 
drawing  approval  of  a  new  drug  applica¬ 
tion,  whether  or  not  a  hearing  has  been 
held,  may  be  sought  by  a  manufacturer 


or  distributor  of  an  identical,  related,  or 
similar  drug  product  as  defined  in 
§  130.40  in  a  United  States  court  of  ap¬ 
peals  pursuant  to  section  505(h)  of  the 
act. 

(c)  The  record  upon  judicial  review 
after  denial  of  a  hearing  shall  consist 
of  the  notice  of  opportunity  for  hearing, 
the  request  for  hearing,  any  proposed 
denial  of  hearing  served  upon  the  person 
requesting  a  hearing  and  the  response 
(where  this  procedure  is  applicable),  and 
the  final  order  denying  a  hearing. 

7.  By  revising  §  146.1(d)  to  read  as 
follows: 

§  146.1  Procedure  for  issuance,  amend¬ 
ment,  or  repeal  of  regulations. 

*  *  *  *  * 

(d)  (1)  The  Commissioner,  on  his  own 
initiative  or  on  the  application  or  request 
of  any  interested  person,  may  publish  in 
the  Federal  Register  a  notice  of  pro¬ 
posed  rulemaking  and  order  to  issue, 
amend,  or  repeal  any  regulation  con¬ 
templated  by  section  507  of  the  act.  Such 
notice  and  order  may  be  general  (i.e., 
simply  summarizing  in  a  general  way  the 
information  resulting  in  the  notice  and 
order)  or  specific  (i.e.,  either  referring  to 
specific  requirements  in  the  statute  and 
regulations  with  which  there  is  a  lack  of 
compliance,  or  providing  a  detailed  de¬ 
scription  and  analysis  of  the  specific 
facts  resulting  in  the  notice  and  order) . 

(2)  An  opportunity  shall  be  given  for 
interested  persons  to  submit  written 
comments  and  to  request  an  informal 
conference  on  the  proposal,  unless  such 
notice  and  opportunity  for  comment  and 
informal  conference  have  already  been 
provided  in  connection  with  the  an¬ 
nouncement  of  the  reports  of  the  Na¬ 
tional  Academy  of  Sciences-National 
Research  Council,  Drug  Efficacy  Study 
Group,  to  persons  who  will  be  adversely 
affected,  or  unless  the  no  controversy  or 
imminent  hazard  conditions  set  forth  in 
paragraph  (b)  of  this  section  have  been 
met.  The  time  for  requesting  an  informal 
conference  shall  be  30  days  and  the  time 
for  comment  shall  be  60  days  unless 
otherwise  specified  in  the  notice  of  pro¬ 
posed  rule  making.  If  an  informal  con¬ 
ference  is  requested  and  granted,  those 
persons  participating  in  the  conference 
shall  be  provided  an  additional  30  days 
for  comment,  beginning  the  date  of  the 
conference,  unless  otherwise  specified  in 
the  proposal. 

(3)  It  is  the  responsibility  of  every 
manufacturer  or  distributor  of  an  anti¬ 
biotic  drug  product  to  review  every  pro¬ 
posal  published  in  the  Federal  Register 
to  determine  whether  it  covers  any  prod¬ 
uct  he  manufactures  or  distributes. 

(4)  After  considering  the  written  com¬ 
ments,  the  results  of  any  conference,  and 
the  data  available,  the  Commissioner  will 
publish  an  order  in  the  Federal  Register 
acting  on  the  proposal,  with  opportunity 
for  any  person  who  will  be  adversely  af¬ 
fected  to  file  objections,  to  request  a 
hearing,  and  to  show  reasonable  grounds 
for  the  hearing.  Any  such  person  who 
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elects  to  avail  himself  of  the  opportunity 
for  a  hearing  shall  file  (i)  within  30 
days  after  the  date  of  publication  of  the 
order  a  written  notice  of  appearance 
and  request  for  hearing,  and  (ii)  within 
60  days  after  the  date  of  publication  of 
the  order,  unless  a  different  period  of 
time  is  specified  in  the  order,  the  studies 
on  which  he  relies  to  justify  a  hearing 
as  specified  in  paragraph  (d)(8)  of  this 
section. 

(5)  All  data  and  information  (includ¬ 
ing  any  protocols  and  all  underlying  raw 
data)  shall  be  included  in  full  and  may 
not  be  incorporated  by  reference,  except 
that  raw  data  underlying  a  study  sub¬ 
mitted  may  be  incorporated  by  reference 
from  a  prior  submission  as  part  of  an 
antibiotic  application,  or  other  applica¬ 
tions  or  reports.  A  copy  of  any  article 
cited  shall  be  included.  If  any  part  of  the 
submission  is  in  a  foreign  language,  an 
accurate  and  complete  English  transla¬ 
tion  shall  be  appended  to  such  part. 
Translations  of  literature  printed  in  a 
foreign  language  shall  be  accompanied 
by  the  original  publication. 

(6)  All  submissions  shall  be  made  in 
quintuplicate  and  filed  with  the  Hearing 
Clerk,  Food  and  Drug  Administration, 
Room  6-86,  5600  Fishers  Lane,  Rockville, 
MD  20852. 

(7)  No  data  or  analysis  submitted  after 
such  60  days  will  be  considered  in  de¬ 
termining  whether  a  hearing  is  war¬ 
ranted  unless  they  are  derived  from  well- 
controlled  studies  begun  prior  to  the 
date  of  the  order,  the  results  of  which 
were  not  in  existence  during  that  60  days. 
Exceptions  may  be  made  on  the  basis  of 
a  showing  of  inadvertent  omission  and 
hardship.  All  studies  in  progress,  the 
results  of  which  the  person  requesting 
the  hearing  intends  later  to  submit  in 
support  of  the  request  for  hearing,  shall 
be  listed.  A  copy  of  the  complete  proto¬ 
col,  a  list  of  the  participating  investiga¬ 
tors,  and  a  brief  status  report  of  the 
studies  shall  be  included  in  the  submis¬ 
sion  made  pursuant  to  paragraph  (d)(4) 
(ii)  of  this  section. 

(8)  A  request  for  hearing  shall  be  sup¬ 
ported  by  a  submission  as  specified  in 
§  130.14(c)  (1)  (ii)  of  this  chapter  con¬ 
taining  the  studies  (including  all  under¬ 
lying  raw  data)  on  which  the  person 
relies  to  justify  a  hearing  with  respect 
to  his  drug  product. 

(i )  If  effectiveness  is  at  issue,  a  request 
for  hearing  shall  be  supported  only  by 
adequate  and  well-controlled  clinical 
studies  meeting  all  of  the  precise  require¬ 
ments  of  §  130.12(a)  (5)  of  this  chapter 
and,  for  combination  drug  products, 
§  3.86  of  this  chapter,  or  by  other  studies 
not  meeting  those  requirements  for 
which  a  waiver  has  been  previously 
granted  by  the  Food  and  Drug  Adminis¬ 
tration  pursuant  to  the  provisions  of 
§  130.12(a)(5)  of  this  chapter.  All  ade¬ 
quate  and  well-controlled  clinical  stud¬ 
ies  on  the  drug  product  known  to  the 
person  requesting  the  hearing  shall  be 
submitted.  Any  unfavorable  analyses, 
views,  or  judgments  with  respect  to  such 
studies  known  to  such  person  shall  also 


be  submitted.  No  other  data,  information, 
or  studies  shall  be  submitted. 

(ii)  Such  submission  shall  include  a 
factual  analysis  of  all  studies  submitted. 

If  effectiveness  is  at  issue,  such  analysis 
shall  specify  how  each  such  study  ac¬ 
cords,  on  a  point-by-point  basis,  with 
each  criterion  required  for  an  adequate 
and  well-controlled  clinical  investigation 
established  in  §  130.12(a)  (5)  of  this 
chapter  and,  if  the  product  is  a  combina¬ 
tion  drug  product,  with  each  of  the  re¬ 
quirements  for  a  combination  drug  es¬ 
tablished  in  §  3.86  of  this  chapter,  or 
shall  be  accompanied  by  an  appropriate 
waiver  previously  granted  by  the  Food 
and  Drug  Administration.  If  a  study 
deals  with  a  drug  entity  or  dosage  form, 
or  condition  of  use,  or  mode  of  adminis¬ 
tration  other  than  the  one(s)  in  question, 
ruch  fact(s)  shall  be  clearly  stated.  Any 
study  conducted  on  the  final  marketed 
form  of  the  drug  product  shall  be  so 
designated. 

(iii)  Such  analysis  shall  be  submitted 
in  the  following  format,  except  that  in¬ 
formation  relating  to  safety  or  effec¬ 
tiveness  shall  be  omitted  if  the  order  does 
not  raise  any  issue  with  respect  to  that 
aspect  of  the  drug;  and  information  on 
compliance  with  §  3.86  of  this  chapter 
shall  be  omitted  if  the  drug  product  is 
not  a  combination  drug  product.  Sub¬ 
missions  not  made  in  this  format  or  not 
containing  the  required  analyses  will  not 
be  considered  and  will  result  in  denial 
of  hearing,  except  that  minor  technical 
deficiencies  may  be  excused  if  it  is  ap¬ 
parent  that  a  good  faith  attempt  has 
been  made  to  comply  with  the  require¬ 
ments  of  this  section  and  any  deficiencies 
noted  are  immediately  corrected  upon 
request. 

I.  Safety  data. 

A.  Animal  safety  data. 

1.  Individual  active  component(s) . 

a.  Controlled  studies. 

b.  Partially  controlled  or  uncontrolled 
studies. 

2.  Combinations  of  the  individual  active 
components. 

a.  Controlled  studies. 

b.  Partially  controlled  or  uncontrolled 
studies. 

B.  Human  safety  data. 

1.  Individual  active  component(s) . 

a.  Controlled  studies. 

b.  Partially  controlled  or  uncontrolled 
studies. 

c.  Documented  case  reports. 

d.  Pertinent  marketing  experiences  that 
may  influence  a  determination  as  to  the 
safety  of  each  individual  active  component. 

2.  Combinations  of  the  individual  active 
components. 

a.  Controlled  studies. 

b.  Partially  controlled  or  uncontrolled 
studies. 

c.  Documented  case  reports. 

d.  Pertinent  marketing  experiences  that 
may  influence  a  determination  as  to  the 
safety  of  combinations  of  the  individual 
active  components. 

II.  Effectiveness  data. 

A.  Individual  active  components:  Con¬ 
trolled  studies,  with  an  analysis  showing 
clearly  how  each  such  study  satisfies,  on  a 
polnt-by-point  basis,  each  of  the  criteria  re¬ 
quired  by  1 103.12(a)  (5)  of  this  chapter. 

B.  Combinations  of  individual  active 
components. 


1.  Controlled  studies  with  an  analysis 
showing  clearly  how  each  such  study  satis¬ 
fies,  on  a  point-by-point  basis,  each  of  the 
criteria  required  by  §  130.12(a)  (5)  of  this 
chapter. 

2.  An  analysis  showing  clearly  how  each 
requirement  of  §  3.86  of  this  chapter  ha3 
been  satisfied. 

III.  A  summary  of  the  data  and  views 
setting  forth  the  medical  rationale  and  pur¬ 
pose  for  the  drug  and  its .  ingredients  and 
the  scientific  basis  for  the  conclusion  that 
the  drug  and  its  ingredients  have  been 
proven  safe  and/or  effective  for  the  intended 
use.  If  there  is  an  absence  of  controlled 
studies  in  the  material  submitted,  or  the  re¬ 
quirements  of  any  element  of  §  3.86  of  this 
chapter  or  §  130.12(a)  (5)  of  this  chapter 
have  not  been  fully  met,  such  fact(s)  shall 
be  clearly  stated,  and  a  waiver  obtained 
pursuant  to  §  130.12(a)  (5)  of  this  chapter 
shall  be  enclosed. 

IV.  A  statement  signed  by  the  person 
responsible  for  such  submission,  that  it  in¬ 
cludes  in  full  (or  incorporates  by  reference 
as  permitted  in  §  146.1  (d)  (1) )  all  studies 
and  information  specified  in  §  146.1(d). 
(Warning:  A  willfully  false  statement  is  a 
criminal  offense,  18  U.S.C.  1001.) 

(9)  Upon  receipt  of  any  request  for 
hearing,  the  Director  of  the  Bureau  of 
Drugs  shall  prepare  an  analysis  of  the 
request  and  a  proposed  order  ruling  upon 
the  matter.  The  analysis  and  proposed 
order,  the  request  for  hearing,  and  any 
proposed  order  denying  a  hearing  and 
response  pursuant  to  paragraph  (d)  (10) 
(ii)  or  (iii)  of  this  section,  shall  be  sub¬ 
mitted  to  the  office  of  the  Commissioner 
for  independent  review  and  decision.  No 
representative  of  the  Bureau  of  Drugs 
shall  participate  or  advise  in  the  review 
and  decision  by  the  Commissioner.  The 
office  of  the  General  Counsel  shall  ob¬ 
serve  the  same  separation  of  functions. 

(10)  A  request  for  a  hearing  may  not 
rest  upon  mere  allegations  or  denials,  but 
must  set  forth  specific  facts  showing  that 
there  is  a  genuine  and  substantial  issue 
of  fact  with  respect  to  the  particular 
drug~product(s)  which  is  specified  in  the 
request  for  hearing  that  requires  a  hear¬ 
ing. 

(i)  Where  a  specific  proposal  or  order 
(as  defined  in  paragraph  (d)(1)  of  this 
section)  is  used,  the  order  published  in 
the  Federal  Register  shall  state  that,  if  it 
conclusively  appears  from  the  face  of  the 
data,  information,  and  factual  analyses 
in  the  request  for  hearing  that  there  is  no 
genuine  and  substantial  issue  of  fact 
which  precludes  the  action  taken  on  the 
proposal,  e.g.,  no  adequate  and  well-con- 
trolled  clinical  investigations  meeting 
each  of  the  precise  elements  of  §  130.12 
(a)  (5)  of  this  chapter  and,  for  a  combi¬ 
nation  drug  product,  §  3.86  of  this  chap¬ 
ter,  showing  effectiveness  have  been 
identified,  or  when  a  request  for  hearing 
is  not  made  in  the  required  format  or 
with  the  required  analyses,  the  Commis¬ 
sioner  will  enter  summary  judgment 
against  the  person(s)  who  requests  a 
hearing,  making  findings  and  conclu¬ 
sions,  denying  a  hearing.  Any  such  order 
entering  summary  judgment  shall  set 
forth  the  Commissioner’s  findings  and 
conclusions  in  detail  and  shall  specify 
why  each  study  submitted  fails  to  meet 
the  requirements  of  the  statute  and  reg- 
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ulations  or  why  the  request  for  hearing 
otherwise  does  not  raise  a  genuine  and 
substantial  issue  of  fact  or  shall  specify 
the  requirements  of  this  paragraph  with 
respect  to  format  or  analyses  with  which 
there  is  a  lack  of  compliance. 

(ii)  Where  a  general  notice  or  order 
(as  defined  in  paragraph  (d)(1)  of  this 
section)  is  used  and  the  Director  of  the 
Bureau  of  Drugs  concludes  that  summary 
judgment  against  the  person (s)  request¬ 
ing  a  hearing  should  be  considered,  he 
shall  serve  upon  such  person  (s)  by  reg¬ 
istered  mail  a  proposed  order  denying  a 
hearing.  Such  person(s)  shall  have  60 
days  after  receipt  of  such  proposed  order 
to  respond  with  sufficient  data,  informa¬ 
tion  and  analyses  to  demonstrate  that 
there  is  a  genuine  and  substantial  issue 
of  fact  which  justifies  a  hearing. 

(iii)  Where  a  general  or  specific  notice 
or  order  is  used  and  the  person(s)  re¬ 
questing  a  hearing  submits  data  or  infor¬ 
mation  of  a  type  required  by  the  statute 
and  regulations,  and  the  Director  of  the 
Bureau  of  Drugs  concludes  that  summary 
judgment  against  such  person (s)  should 
be  considered,  he  shall  serve  upon  such 
person (s)  by  registered  mail  a  proposed 
order  denying  a  hearing.  Such  person (s) 
shall  have  60  days  after  receipt  of  such 
proposed  order  to  respond  with  sufficient 
data,  information,  and  analyses  to  dem¬ 
onstrate  that  there  is  a  genuine  and  sub¬ 
stantial  issue  of  fact  which  justifies  a 
hearing. 

(iv)  If  review  of  the  data,  information, 


and  analyses  submitted  warrants  the 
conclusion  that  the  basis  for  the  order  is 
not  valid,  e.g.,  that  substantial  evidence 
of  effectiveness  exists,  the  Commissioner 
shall  deny  the  hearing,  enter  summary 
judgment  for  the  person (s)  requesting 
the  hearing,  and  revoke  the  order.  If  a 
hearing  is  not  requested,  the  order  will 
become  effective  as  published. 

(v)  If  a  hearing  is  requested  and  justi¬ 
fied,  the  Commissioner  will  issue  a  writ¬ 
ten  notice  defining  the  issues,  naming  an 
administrative  law  judge,  and  specifying 
the  time  and  place  at  which  the  hearing 
will  commence,  which  shall  be  as  soon  as 
practicable.  The  provisions  of  Subpart  F 
of  Part  2  of  this  chapter  shall  apply  to 
such  hearing,  except  as  modified  by  par¬ 
agraph  (f )  of  this  section. 

(vi)  A  hearing  shall  be  granted  if  there 
exists  a  genuine  and  substantial  issue  of 
fact  or  if  the  Commissioner  concludes,  in 
his  discretion,  that  a  hearing  would  oth¬ 
erwise  be  in  the  public  interest. 

(11)  Any  hearing  will  be  open  to  the 
public  except  that  any  portion  of  the 
hearing  concerning  a  method  or  process 
that  the  Commissioner  finds  is  entitled 
to  protection  as  a  trade  secret  pursuant 
to  section  301  (j )  of  the  act  (21  U.S.C. 
331  (j ) )  or  18  U.S.C.  1905  will  not  be  open 
to  the  public  unless  the  respondent  speci¬ 
fies  otherwise  in  his  appearance.  All  per¬ 
sons  who  have  requested  a  hearing  and 
for  whom  a  hearing  has  been  granted 
shall  be  parties  to  the  hearing.  Inter¬ 
ested  persons  who  are  not  parties  may 


appear  at  and  participate  in  a  hearing 
and  shall  have  the  right  to  present  evi¬ 
dence  and  file  pleadings  relevant  to  the 
issues.  Such  interested  persons  may  oth¬ 
erwise  participate,  e.g.,  cross-examine 
witnesses,  when  in  the  judgment  of  the 
administrative  law  judge  their  interests 
are  not  adequately  protected  otherwise 
or  it  is  required  for  a  full  and  true  disclo¬ 
sure  of  the  facts. 

(12)  The  repeal  of  any  regulation  con¬ 
stitutes  a  revocation  of  all  outstanding 
certificates  based  upon  such  regulation. 
However,  the  Commissioner  may,  in  his 
discretion,  defer  or  stay  such  action 
pending  a  ruling  on  any  related  request 
for  a  hearing  or  pending  any  related 
hearing  or  other  administrative  or  ju¬ 
dicial  proceeding. 

***** 

Effective  date.  This  order  shall  be  ef¬ 
fective  on  April  12,  1974.  All  submissions 
to  the  Food  and  Drug  Administration  on 
or  after  that  date  shall  be  in  compli¬ 
ance  with  it.  No  request  for  hearing  sub¬ 
mitted  prior  to  the  effective  date  of  this 
order  may  be  supplemented  subsequent 
to  the  effective  date  of  this  order  except 
for  studies  already  begun  as  of  that  date. 

(Secs.  505,  507,  701(a),  52  Stat.  1052-1053, 
1055,  as  amended.  59  Stat.  463  as  amended; 
21  U.S.C.  355,357,  371(a).) 

Dated:  March  6. 1974. 

A.  M.  Schmidt, 

Commissioner  of  Food  and  Drugs. 

[FR  Doc.74-5510  Filed  3-12-74:8:45  ami 
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